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The term cretinism implies congenital disease characterized physical 
and mental retardation due absence deficiency the normal thyroid 
secretion. The degree physical and mental infirmity dependent entirely 
upon the supply the thyroid gland product. The disease was described 
early the 17th century. was the first point out the connec- 
tion between cretinism the offspring and goitre the parents. Wolfgang 
Austrian physician, published 1675 his observations cretin- 
ism the Styrian Mountains. 

Until the middle the 19th century, however, the disease was only 
imperfectly differentiated. Fagge described the sporadic form 1871 and, 
1873 Gull emphasized the similarity the disease adult myxedema. 
Some years later, following the experiments conducted Victor Horsley, 
Commission appointed the Clinical Society London reported that 
myxedema and cachexia strumipriva were identical, that sporadic cretinism was 
myxedema occurring childhood and that endemic cretinism was closely allied 
myxedema. 

autopsies collected Fletcher Beach, the thyroid was absent. 
100 cases Curling, Fagge and Iphophon the gland was absent 25; 
the other various connective tissue and colloidal changes were observed. 

The successful work Schiff, von Eiselberg and Horsley the artificial 
gtafting thyroid gland induced George Murray 1891 employ hypo- 
dermic injections extract the gland the treatment myxedema. 
Howitz, Fox and MacKenzie obtained equally good results from thyroid medi- 
cation mouth. The wonderful success this form organotherapy during 
the years following its initial use led Osler write: the magic wand 


Prospero the brave kiss the daughter Hippocrates ever affected such 
change.” 


M., Paracelsus. Open Court Publishing Company, Chicago, 1920, 117. 
Cretins and Cretinism. Blackie, MacLachlan and Steward, Edinburgh, 1855, 14. 
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will understood the cases herein reported that complete physical 
examination was made when first seen and intervals thereafter and that 
other constitutional ailment was present modify the cause hypothyroidism. 


Case E.L. woman now years age, weight 130 and height in., 
first came under observation the age weeks. this early period characteristic 
signs thyroid dysfunction were apparent, coarse hair, dry skin, never cried, broad 
and flat nose, thick lips and large tongue protruding constantly and appearing too 
large for the buccal cavity. The abdomen was distended, there was large umbilical 
hernia, the extremities were cold the touch and the skin was never moist. The 
mother refused have photograph taken because the appearance the 
child.” 

The mother has always suffered from hypothyroidism and weighs considerably 
over 200 further history was obtainable. 

One grain desiccated thyroid daily was prescribed once; the response was 
immediate, she sat the 10th month, walked unsupported the 14th 
month and commenced talking the 17th month. Thyroid medication was gradually 
increased grains daily. 

She commenced school the age years and was indifferent student 
particularly arithmetic. She attended school until her 16th year when she was 
the 6th grade grammar school. She learned read and write and throughout the 
school years her physical progress was satisfactory. She early showed cleverness 
fancy work and now competent cooking and housekeeping. She has always 
been timid and still lacks initiative. She enjoys moving pictures and vaudeville 
entertainment. Current events the day are interest and her reading con- 
sists stories for children about the age years. She was girl-friends; 
her explanation for this that girls not like her. She commenced work 
leather factory after leaving school the age years. salary was $15 
week; she has never been advanced and holds the same position after years, the 
work being entirely mechanical nature. She habitually good natured and 
devoted her family. See figure 

The first menstrual period occurred the 14th year; they have been regular 
since. The progress dentition was normal; the teeth decayed early and the 
present time every tooth gold capped filled. 

Desiccated thyroid has been taken continuously with gradual increase the 
dosage. the age years she required 2.5 grains desiccated thyroid daily, 
years grains, years grains, years grains and the age years 
grains daily. After few months the grain daily dosage, the patient 
became highly irritable and hysterical; she was difficult live with and lacked 
control generally. The thyroid substance was reduced grains day which was 
promptly followed return the normal. During the next years the dosage 
was gradually diminished response return the nervous 
the age years she was taking grains day. After time this amount 
appeared excessive there was tacchycardia, sleeplessness and muscle tremor. 

The B.M.R. was determined and found +48 per cent. Thyroid sub- 
stance was discontinued and there occurred marked change her nervous 
she became much quieter and more agreeable her home contacts. 
The thyroid substance was withheld for days, during which time there was 
gain weight pounds. The highly nervous state gave way lack interest 
all her contacts; there was inability carry the factory where she fre- 
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quently feel asleep work. The B.M.R. this time was —19 per cent. Thyroid 
administration was resumed, grains daily. There was immediate return the nor- 
mal; the B.M.R. the end one month was +12 per cent. She lost 
weight and all the indications myxedema had disappeared. The dosage the time 
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Fig. 1. 1, Patient E. L., age 35 yr., wt. 139 lb., ht. 63 in. 2, Patient I. H.: A, age 2 yr. 10 mo., 
wt. age yr., wt. 120 ht. in. Patient F., age yr., wt. 104 ht. in. 
C, age 21 yr., wt. 120 lb., ht. 64 in. 


was 2.5 grains desiccated thyroid daily. She again became competent and happy 
her work the factory and agreeable her family life. increase grain 
thyroid daily was followed irritability, sleeplessness and tacchycardia. 

The patient resides New York City and has been most total 
studies have been made. particularly interesting feature this 
case the wide varition the amount desiccated thyroid required the different 
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ages. During the developmental childhood, and early womanhood large 
doses were necessary. The maximum dosage, grains daily was given the 24th 
year. was necessary arrange gradual reduction the dosage that 


the present time, age years, she requires 2.5 grains desiccated thyroid daily, 
the amount required the Sth year. 


AGE MONTHS 


Fig. 2. 1, Patient S. L.: A, age 5 yr., wt. 334% lb., ht. 33% in.; B, age 19 yr., 
wt. 119 ht. in. Patient D., age yr., wt. ht. 54% in. 
Patient A.: age mo., wt. lb.: age yr., wt. ht. 5634 in. 
Patient E. G.: A, age 10 weeks, wt. 914 lb.: B, age 9 mo., wt. 17¥2.: C, age 11¥2 
yr., wt. ht. 56 in. 


The amount thyroid secretion necessary for normality different periods 
life has never been determined. The data this young woman with complete 
thyroid dysfunction indicate that comparatively large amounts are required the 
early years life, during childhood and early womanhood. The thyroid taken from 
the beginning treatment the present the product one firm, Parke-Davis 
Co. 

Case 1.H. woman, now years old, height in., weight 120 (fig. 
2B) was first seen the age years (fig. 2A), when she weighed ib. 
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She was full term child with normal birth and had never been ill. The family 
history disclosed obvious endocrinopathies. The child had only teeth (lower 
incisors), the nose was flat and broad, the skin coarse and dry, the legs short, the 
hands square and the extremities cold. The child never perspired, never smiled 
played with toys, could not sit without support. She was given grain desiccated 
thyroid day; month this was increased 1.5 grains daily. There was 
prompt response and continued improvement. She first lost weight cried 
more and looked for attention and perspired for the first time. The extremities 
became warm and she began play and developed vocabulary few words. 
days she cut teeth. 

After months under treatment she was able sit unsupported and her weight 
had increased Ib. ounce. the 4th year, after year under thyroid medica- 
tion her weight was She was taking 1.5 grains desiccated thyroid daily. 
Her vocabulary had increased and she began walk with assistance. 414 years 
when her weight was and height in. the desiccated thyroid was increased 
2.5 grains daily. years her weight was and height in. She 
was then taking 7.5 grains desiccated thyroid daily. years her weight 
was lb. and height 4734 in. years, weight height in., she 
was taking grains thyroid daily. 

The patient’s school work was poor and she made indifferent progress. She 
never had any appreciation mathematics, she enjoys music, plays the piano, 
good domestic worker, can sew well, can read and write simple words but 
unable compose letter. The dentition reaction thyroid administration was 
most interesting, the teeth appeared rapidly and all the deciduous teeth were present 
the age years; shortly thereafter the permanent set began crowd out the 
deciduous, unusual dental care was required. The deciduous teeth decayed almost 
soon they appeared and the permanent ones were all defective necessitating 
removal and artificial teeth, both upper and lower jaws, the age years. 

Case H.F. woman, now years age, weight 104 height in. (fig. 
3), was first seen the age months. She was full term, normal birth and 
breast fed. The nutrition was satisfactory and her weight the time first 
examination was 1514 lb. She was characteristically cretinoid appearance, the 
extremities were cold, nose flat, tongue large and protruding, large umbilical 
hernia and the temperature this time was 97.5° According the mother the 
temperature was always sub-normal and the extremities were invariably cold and 
bluish color. 

was called see the infant because “she was queer, stupid looking baby 
who rarely cried, never smiled and took interest toys surroundings, entirely 
different from her older sister her age; she was indifferent the breast and 
had urged nurse.” Permission take photograph was denied. 

Without any change her general care, grain desiccated thyroid was pre- 
scribed daily dosage. Prompt improvement followed the thyroid medication, 
the first change was normal color and warmth instead the bluish, cold extremi- 
ties and the temperature became normal. The child began notice and she per- 
spired for the first time and took breast feedings readily. the end days the 
thick coarse hair began fall. months age she attempted hold toys 
her hands, the hair had entirely disappeared and new growth was apparent. The 
desiccated thyroid was increased 1.5 grains daily; progress was satisfactory. 
the age months she could hold her head erect, unsupported, and had the 
appearance and reactions normal child; the time her weight was 1314 
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She now smiled and enjoyed attention. The mother had learned the use the 
thyroid medication and saw the child rarely during the following months and 
years. 

She first spoke words intelligently the third year, walked alone the fourth 
year but was always most unsatisfactory pupil the different schools she attended. 
The first menstrual period occurred the 14th year, she was irregular first and 
became normal the 16th year. the age years she had attained school 
the grade girl years age, with the exception mathematics and 
this branch study she had appreciation whatsoever. She unable compose 
letter without assistance, her penmanship poor, memory excellent. She prefers 
the comic sections newspapers and plays the piano ear, professional instruction 
being impossible. She enjoys moving pictures and male companionship. 

Her highest thyroid requirement during adolescence was grains daily. the 
age years she requires 2.5 grains desiccated thyroid daily. 

mentioned above have seen this girl infrequently. The thyroid gland dosage 
was regulated the mother according the apparent requirements. The indication 
for increased dosage was dullness and mental apathy, excess was indicated 
irritability, sleeplessness, loss weight, bed-wetting and excess perspiration. 

This young woman the only one series who not happy and contented 
with her life, she appreciates that she different from other girls and resents it. 

Case F.R. The patient now years age, height in.,weight 120 
Both mother and grandmother had suffered from thyroid disease, the nature 
which was impossible ascertain. 

She was first seen the age years (fig. 4A), height in., weight 
lb. diagnosis endocrine dysfunction had not been made. The history was 
that full term baby, birth weight 414 she was breast fed until the 4th 
month and then bottle feeding was substituted. weight record had never been 
kept and photograph had never been taken. The first tooth was cut the 15th 
month, she walked unsupported the 3rd year, began form short sentences the 
4th there had been very slow progress speech and the time examina- 
tion her vocabulary consisted perhaps words. She was dull, inactive, made 
attempt play, was not interested other children members the family. 

She led largely vegetative existence; indicated figure 4A, she was 
typically hypothyroid,the hair was coarse, nose flat, lips thick. There was large 
umbilical hernia and pot belly. The skin was dry and rough and she never per- 
but deciduous teeth were present. addition suggestions diet 
and general care, grains desiccated thyroid was prescribed daily dosage. 

Figure 4B, shows the girl the age 914 years; the height was 437% in., 
gain 63% in. year; the weight was gain 1134 lb. during this 
time. The mental development kept pace with the physical, she showed interest 
other children, was playful, interested her personal appearance and attempted 
dress herself. All the deciduous teeth were present, the hair and skin normal, for 
child her age and, greatly our surprise, the large umbilical hernia had disap- 
peared without any local treatment. 

Figure 4C, shows the patient the age years. She now physically well 
developed, athletic, excellent swimmer. Her only physical defect relates 
the teeth, all which are carious. The deciduous teeth disappeared rapidly and the 
permanent set were all present the 12th year. 

She matured the 14th year and the periods have been regular since. Her 
mental development has not been satisfactory, different methods instruction have 
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been tried, including ungraded classes. She inclined indolent, uninterested 
school any kind work. She has appreciation mathematics, cannot write 
letter, may not trusted errands carry message. She nicely man- 
nered and interested her family and friends. The thyroid dosage was increased 
gradually grains daily which she taking the present time. 

This patient represents what was accomplished both from physical and mental 
sense case which apparently one complete thyroid dysfunction and who did 
not receive thyroid medication until 814 years age. 

Case S.L. young woman (fig. 1B), age years, weight 119 height 
in., first came under observation the age years (fig. 1A). Her weight 
was then height 3314 in. The presence endocrine disorders the 
family was denied. 

previous diagnosis cretinism had been made the age years and 
the child had been treated irregularly different physicians. Desiccated thyroid 
has been given rather indifferent fashion and the dosage was unknown. 
addition the shortness stature the child was characteristically cretinoid. The 
thyroid medication that had been given evidently produced but little effect. The 
facial features, skin, hair, pot-belly, and umbilical hernia the congenital hypo- 
thyroid were apparent. 

She sat erect, unsupported, the age months; the first tooth was cut 
the 13th month and she walked unaided years age. She commenced talking 
the completion the 3rd year. The thyroid dysfunction was most apparent 
stature, there had been growth height from the 3rd the year. 

That this child represented incomplete dysfunction was suggested the 
small dosage desiccated thyroid required. One grain daily was given and never 
increased. The first year she gained in. height and weight; the 
second year in. height and weight; the third year in. height 
and weight and the 10th year her height was in. and weight 
total gain in. height and Ib. weight was made years 
months. 

The progress school was she was always the class with children 
her age. Many tests and mental development did not call for increase 
the thyroid dosage. Menstruation first the age years and has been 
regular. She graduated from high school the age years and has completed 
course home nursing. Her only school difficulty was with mathematics which 
subject she required special tutoring. 

Thyroid medication has been omitted for several months intervals during the 
past years, the longest period being months. When she feels the necessity 
thyroid she resumes for period few months, grain daily. She claims 
she feels better while taking and that she invariably takes weight when 
omitted. the present time she taking grain desiccated thyroid daily and 
averages this amount out days. This she claims necessary for her carry 
with normal physical and mental vigor and prevent increase weight. 

Case B.D. (fig. 2), now years age, height in., weight 
was first seen the age years. addition her defective 
she was dull stupid appearing girl. She was extremely backward school, 
the grade with girls years age. She represented the small adult type, 
flat nose, thick lips, coarse hair, dry skin and tendency cold extremities, fairly 
typical demonstration impaired thyroid gland function. 

The child never had medical treatment for the condition. The mother was 
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sure that the growth had been very slow and she was also positive that the child 
had not gained height during the past years. diagnosis hypothyroidism was 
made and desiccated thyroid was ordered the dosage grain daily. There was 
prompt response both stature and mental development, she gained inch 
months. During the following years, grain thyroid daily, she grew in. 
height and gained weight., 

Radiographs the wrist, knee and ankle the age years revealed bone 
age years. Secondary sex characteristics were indicated only enlargement 
the breasts; there was sign pubic hair. recent letter from the mother 
states that the age years, she 5534 in. tall and weighs The first 
menstrual period occurred the 17th year and the absence closure epiphyses 
and the late onset menstruation suggest the possibility future growth. She 
agreeable her home contacts and has turned out satisfactory girl. 

This case emphasizes statement made that those who require the 
characteristic symptoms myxedema and otherwise before making diagnosis 
hypothyroidism are going overlook great many cases. Dwarfism this girl 
had been accepted the family inevitable and was through the urging 
friend that further medical attention was sought. 

Case M.A. now years age, height 5634 in., weight lb. was 
first seen the age months (fig. 3A) because delayed physical 
and mental development. Assistance was required for the child sit the erect 
position, there were efforts made speak and the extremities were cold and bluish 
color. She had broad flat nose; protruding tongue, coarse hair, dry scalp, stupid 
expression and interest her surroundings other children. There was also 
the usual large umbilical hernia present. The family history disclosed endocrine 
disorders. 

One grain desiccated thyroid daily was given once and was followed 
striking mental and physical improvement. She began show interest her sur- 
roundings, sought the companionship other children and soon became able run 
and play normal fashion. Increase height however was decidedly retarded 
the age years the height was in. and the weight The thyroid 
medication was increased grains daily. 

the age years, the height was 5114 in., gain in. years. 
Her weight was The B.M.R. was consistently below normal; increase 
the thyroid medication produced such disturbed mental reactions, which sleep- 
lessness was prominent, that could not increased sufficiently bring the B.M.R. 
normal. 

the age years (fig. 3B) her height was 5634 in. and weight 
During this period years the thyroid dosage varied from grains day. 

the age years she graduated from elementary school and entered high 
school. Her only difficulty was with mathematics which she required extra 
tutoring. X-ray the wrist, knee and ankle revealed bone age years with 
possibilities, course, for further growth; this are trying accomplish 
pushing the thyroid the point tolerance. 

Case E.G. now years old, height in., weight first 
came under observation the age weeks because the dull stupid appear- 
ance and general lack interest all her contacts (fig. Endocrine disorders 


Hoskins, G.: J.A.M.A. 105: 948. 1935. 
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the family were denied. The hair was coarse, the extremities cold, and the skin 
dry. large unbilical hernia was present and particularly prominent symptom was 


the broad flat tongue, protruding constantly, which seemed too large for her 
mouth. 


One-half grain desiccated thyroid daily was commenced once and was 
followed rapid improvement. the age months (fig. 4B) the child 
appeared normal, except that the tongue remained noticeably large. year age 
she could walk with assistance and was bright and responsive. this time she was 
taking grain desiccated thyroid daily and this seemed sufficient. 

the age years she was taking 1.5 grains desiccated thyroid daily and 
her general appearance was normal and alert. The umbilical hernia was longer 
present, the hair was silky and curly and the tongue longer protruded. During 
the 3rd year was increase the thyroid grains daily because 
inactivity, lack interest her surroundings and her preference sit rather than 
play. has never been necessary, however, increase the thyroid above this 
amount. 

the present time (fig. 4C), age 1114 years, she taking 1.5 grains 
desiccated thyroid daily. She has not matured, above the average scholarship, 
speaks English, French and German, proficient pianist and ardent music lover. 
Her weight and height are normal for her age. 


Eight cases congenital hypothyroidism have been described. All were 
females, private patients, the offspring well vigorous young parents. 
Endocrine gland disorders the parents were present but cases the 
group. 

The ready recognition the necessity for increase decrease the dosage 
the gland substance intelligent person, together with distant residence, 
accounts for the plaucity detail the histories some the patients. 

Diagnoses were made inspection, clinical findings, personal history and 
were verified the immediate, phenomenal response physical and mental 
development the thyroid gland medication. 

Patients and were seen early infancy and were characteristically text- 
book cretins. Patients and first seen the 3rd and 8th years, respectively, 
were typically hypothyroid demonstrated the illustrations. significant 
that this group required slow but persistent increase the daily allotment 
thyroid gland substance, beginning with grains infancy and reach- 
ing the maximum requirement during the rapid growth adolescence and 
early womanhood. This feature emphasized patient who the age 
years requires but grains daily instead grains earlier 
period. The relation age desiccated thyroid gland requirement applies 
all the complete dysfunction class and effectively demonstrates the period 
life’s cycle when the greatest demand made upon the thyroid gland. 

Patients and believe, represent cases impaired thyroid 
gland secretion. will observed that these children comparatively small 
doses were required produce satisfactory mental and physical response. 
not one the cases have been able discontinue the replacement 
treatment; this believe differentiates the congenital from the acquired 
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temporary dysfunction cases. Further, the complete dysfunction group carry 
the stigmata the structural defect throughout life. Those with impaired 
function with the aid thyroid medication pass normal individuals. 

The required dosage for each group was self-regulatory, the amount was 
readily determined from its therapeutic effect both increase and decrease. 
Symptoms apathy, indolence, increase weight and dry skin are the call 
for more thyroid; sleeplessness, irritability, perspiration, tacchycardia and loss 
weight indicate the necessity for reduction. Every hypothyroid patient 
registers his individual requirement. Basal metabolism tests are invaluable 
the older children; blood pressure and pulse rate are always kept under 
observation. 

Patients and were the only children their respective families. 
Patient has older normal brother; patient has normal older sisters; 
patient has normal older brothers. will observed that further preg- 
nancies were never risked any the families. 

Our observations this series patients with congenital hypothyroidism, 
and others reported later, demonstrate that congenital hypothyroidism 
variable entity dependent entirely upon the absence, degree impairment, 
the thyroid gland secretion and that early recognition and continuous super- 
vision are required for the best results that may obtained through replace- 
ment therapy. 
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THE IMPEDANCE ANGLE AND THYROID DISEASE 


BRAZIER 


From the Central Pathological Laboratory the London County Mental 
LONDON 


There has been recent literature some discussion the relation be- 
tween the impedance angle the body and thyroid disease. From the pub- 
lished results large body independent workers conclusion has been 
reached that there close correlation between thyroid dysfunction and the 
impedance angle (when measured accordance with what will, for brevity, 
called the Brazier technique). 

This correlation has been reported and confirmed by: 


Brazier (1) and (2) 82% 104 cases 
Holiday and Campbell Smith (3) 
Robertson and Wilson (4) “100% 
Sainton and Lamy (5) and Lamy (6) 
Lahey (7) from 71% 85% 250 
Johnson (9) Statistics not given. 


recent paper (10) Horton, Van Ravenswaay, Hertz and Thorn have 
strongly disputed this conclusion. They are the first and only workers report 
this sense, and can hardly without significance that they are the first 
workers depart markedly from the Brazier technique. 


they themselves very strongly emphasize, their method differs from the 
Brazier technique, not only the measuring apparatus used potentiometer in- 
stead A.C. bridge) and the electrode system small electrodes bound 
the arms instead immersion the whole arm the elbow saline) but actually 
measures different property the body. 

Horton and Van Ravenswaay (11) have developed entirely novel method 
assessing the results, which they compute from the actual measurements hypo- 
thetical ‘impedance the internal tissues.’ Such radical changes are introduced that 
they prefer not use the nomenclature accepted other workers, but call the 
result their computation ‘the internal impedance,’ with new symbol, 

With such widely differing techniques there little reason expect any close 
concordance the results obtained, nor have Horton, Van Ravenswaay, Hertz and 
Thorn (10) demonstrated any such concordance, yet they assume that their results 
may used dispute conclusions arrived other workers who have been con- 
cerned with the impedance angle the body measured the Brazier technique. 

Horton, Van Ravenswaay, Hertz and Thorn (10) themselves say: “It im- 
portant re-emphasise the fact that the technic used this study permitted the 
independent determination the internal impedance. Previous reports impedance 
have been based upon technic which the contributing components (surface 
sheath and internal impedance) have not been separated.” 
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Since spite their obvious recognition the wide difference between the 
methods they still make the tacit assumption that their failure obtain significant 


(a) Hyperthyroid Women 


Case 
tan (Brazier technique) 
Horton and Van Ravenswaay 


4-electrode system. 
Observed values of: 


computed the formula 
Horton and Van Ravenswaay -060 -081 -082 


tan (Brazier technique) 
Horton and Van Ravenswaay 
Observed values of: 
220 .1620 
542 .1534 
217 .1985 
186 .1967 
.1570 
372 .1538 
computed the formula 
Horton and Van Ravenswaay 


(c) Normal Men 


Case 


tan (Brazier technique) 
Horton and Van Ravenswaay 


4-electrode system. 
Observed values of: 


computed the formula 
Horton and Van Ravenswaay 


results entitles them dispute the properties the impedance angle established 
workers using the Brazier technique, seems desirable study more detail the 
relations between the methods. 


(4) Normal Women 

125 
1587 

083 
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The essential points which they depart from the Brazier technique are: 
the use potentiometer the measuring instrument instead A.C. 
bridge; the use 4-electrode system instead the immersion electrode; 
the computation from their results value which they term the impedance 
the internal tissues. 

That the use different measuring instrument not the cause the dis- 
crepancy the results shown Horton and Van Ravenswaay (11) who, de- 
scribing their potentiometer, say: made with check closely with the 
results bridge measurements the several electrode pairs from which the im- 
pedances the individual paths were obtained computation.” 

The electrode systems must now compared. That Horton and Van 
Ravenswaay described page 560 their paper (11) electrode consists 
strip 200-mesh phosphor-bronze wire screening either 1.5 cm. 3.0 cm. 
wide and roughly cm. long. This encased covering ‘outing flannel’ and 
provided with screw-clamp fastening. The phosphor-bronze screening soldered 
the clip for electrical connection. use the flannel moistened per cent 
solution sodium chloride. 

“In our determination the separate impedances the internal tissues and 
the external sheath electrodes are placed the arms the patient; each 
upper arm and each wrist. selecting, turn, each the possible pairs 
terminals various combinations several current paths may measured and the 
separate impedances computed.” 

This electrode system Horton and Van Ravenswaay has compared with 
the immersion electrode system used the Brazier technique. This has been fully 
described earlier publication (12): electrodes adopted are lead plates 
in. in. in.) immersed per cent sodium chloride solution arm- 
baths. Each arm-bath holds litres the solution, and the patient immerses the 
whole the fore-arm the elbow.” 

may remarked here that Horton and Van Ravenswaay (11) ascribe the 
Brazier technique electrode system which has never been used. They say: “With 
respect the connection the body, Dr. Brazier has made extensive study. Her 
procedure immerse the arms the elbow saline solution prescribed con- 
centration and make electrical connection means lead plates encircling the 
arms fixed Such electrode system has never been use the 
author who has therefore experience all the results obtained with it. 


order, therefore, assess the results obtained Horton and 
Van Ravenswaay’s method and those found the Brazier technique, 
comparative study has been made group people, using both methods. 
The results this study are given table the first section given the 
impedance angle measured with the Brazier technique; the second 
section are the readings tan for all Horton and Van Ravenswaay’s 
combinations electrodes; and the third section are given the values for 
the internal impedance (Q) calculated from these results Horton and 
Van Ravenswaay’s computation.* 


explanation the figures given section table should pointed out that these refer 
measurements made accordance with Horton and Van (11) procedure (page 561). 


& = measurement taken with an electrode on each upper arm 

electrode the left wrist and the other the left upper arm 

, = a si one electrode on the right wrist and the other on the right upper arm 


one electrode the right upper arm and one the left wrist 


q 
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study the results table makes immediately clear that the 
values for the ‘internal impedance’ (Q) computed the method Horton 
and Van Ravenswaay from results obtained with their electrode system, bear 
relation whatever the impedance angles the same people when meas- 
ured the Brazier technique. Not only the very marked difference (as 
shown the impedance angle, tan between hyperthyroid women and 
normal women non-existent the values for the ‘internal impedance’, but the 
difference between normal women and normal men also absent. 

This difference between the sexes very marked characteristic the 
impedance angle the body and has been confirmed many workers (12, 
13, 9). very striking that the whole the work 
Horton and Van Ravenswaay (11) and Horton, Van Ravenswaay, Hertz 


TABLE 
Observed with Horton and 
One Each Upper Arm 
Hyperthyroid women: 
094 1343 
Normal women: 
125 
Normal men: 
147 
139 
150 2885 
145 2623 


and Thorn (10), mention made any sex difference, nor any indi- 
cation given the sex the cases they quote. 

further study table reveals that the reason for the total absence 
correlation between the impedance angle the body and the ‘inter- 
nal impedance’ (Q) lies almost entirely the algebraic computation the 
latter, and not due the difference electrode technique. 

the values tan taken with the Horton and Van Ravenswaay elec- 
trodes are noted, will seen that the difference value between hyper- 


electrode the left upper arm and one the right wrist 
From these pairs electrodes Horton and Van Ravenswaay take measurements the resistance ohms 
and the reactance ohms and from these results they compute the value what they term ‘the internal 
impedance’ (Q) the following formulae: 

b+t—(a1+ ar) di + dy — (ai + ar) 
(1) and (2) 


The value this table and table the bridge reading the variable resistance, consequently the 
resistance and reactance the patient are given the formulae: 


Resistance patient 


1+ tan? 


Reactance patient 
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thyroid women and normal women still demonstrated, also the dif- 
ference between normal men and normal women. 

This point more clearly shown table which the values tan 
given the Brazier technique are compared with values tan obtained 
from electrodes the Horton and Van Ravenswaay type applied the 
upper part each arm (about cm. above the elbow), i.e. measurement 

may seem strange first sight that the variation (using the 
Horton-Van Ravenswaay electrodes) with sex and with hyperthyroidism does 
not emerge the publications these authors. This because throughout 
their papers they always derive from the ratio the resistance and the 
reactance ohms.? They not express any their results observations 


TABLE 
Observed Values Using 
Subjects the Electrodes 
Horton and Van Ravenswaay 
tan 
Hyperthyroid women: 
331 1090 35.6 
306 37.0 
348 1343 46.1 
Normal women: 
272 40.0 
225 1840 40.2 
249 .1970 47.4 
Normal men: 
191 .2720 48.5 
181 2885 48.5 
190 2623 46.5 


and tan are expressed resistance and reactance ohms, the characteristic 


differences between the sexes and between hyperthyroids and normals disap- 
pear. 


This point demonstrated very clearly table where the first 
column the observed values and tan are given for the measurement from 
upper arm upper arm, using Horton and Van Ravenswaay’s electrodes (i.e. 


measurement and the second column the corresponding reactance 
ohms. 


may remarked here that Horton and Van preference 
for expressing their results reactive resistances (which has led them over- 


Since this paper was written Dr. Horton has very kindly informed that this not the reason why 
the variation impedance with hyperthyroidism does not emerge his publications. 
says: our own work there has been noted difference between the values for the internal 
tissues hyperthyroid women and normal women. Our original data these two classifications was 
for publication the Franklin Institute, but was deleted order comply with space require- 

Furthermore states: That hyperthyroids have values (of for internal tissues) which are, 
eneral, below normal, (2) that myxoedemas have values above normal, (3) that in many cases Q rises 
ollowing thyroidectomy, and (4) that has been found fall (by factor during treatment 

myxoedemas 


look the influence thyroid dysfunction) not due any electrical 
physiological superiority this measurement but solely because facili- 
tates the algebraic computation which they make from these results. 

The above comparative study makes clear that computations the 
‘internal impedance’ the Horton-Van Ravenswaay method bear little 
relation the impedance angle the body measured the Brazier 
technique, make unjustifiable use such results dispute the char- 
acteristics the impedance angle. 

Moreover, Horton and Van Ravenswaay (11) state that: similar 
failure establish this ratio thyroid indicator reported England 
Robertson and Wilson (4), who have carried out extensive and care- 
ful investigation using the direct reading apparatus described Brazier.” 
Horton and Van Ravenswaay are error here. Robertson and Wilson’s 
conclusions were (to quote their own words) 

“In consecutive cases typical Graves’s disease, the impedence angle 
(I.A.) was found outside the normal limits the direction indicated 

“In 104 patients obvious correlation was found with any the 
commoner disorders except Graves’s Disease and myxoedema (as previously 
described and confirmed (Brazier, 1933; Robertson and Wilson, (13, 
P). 

“Two cases myxoedema treatment with thyroid extract showed 
significant downward movement I.A. values; and cases partially thy- 
roidectomised Graves’s Disease, beginning some weeks after operation, 
showed marked upward movement I.A. nearer the normal mean. These 
results confirm those reported (13, P). 

The real importance the Horton-Van Ravenswaay results indicate 
the likelihood that the significant fluctuations the impedance angle with 
thyroid dysfunction are due physiological changes factors which the 
skin one. This view held Barnett (14) who has made quite different 
approach the problem. 

Apart from this, would appear that measurements ‘internal im- 
pedance’ (bearing they little relation impedance angle measure- 
ments) are [to quote the words Horton, Van Ravenswaay, Hertz and 
Thorn (10) “of little clinical significance the estimation the level 
thyroid activity.” 


SUMMARY 


comparative study the ‘internal impedance’ measured the method 
Horton and Van Ravenswaay and the impedance angle measured the 
Brazier technique reveals that they are not sufficiently closely correlated 
justify the application ‘internal impedance’ measurements the criticism 
impedance angle characteristics. 

The significant changes impedance angle values with thyroid disease 
are not patent ‘internal impedance’ measurements. 


x 
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The ‘internal impedance’, unlike the impedance angle, little clinical 


significance the estimation thyroid activity. 
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CREATINE STUDIES THYROID DISORDERS 


GEORGE 
From the Thyroid Clinic the Massachusetts General 
BOSTON, MASSACHUSETTS 


The classical findings which Askanazy (1) reported 1898 continue 
stimulate the study disorders muscle metabolism associated with Graves’ 
disease. Askanazy described the widespread degenerative atrophy muscle 
cells with fatty infiltration, loss striation, vacuolization and degeneration 
the nuclei confined striated muscle which included the extrinsic muscles 
the eyeball. Confirmation the disturbance muscle metabolism as- 
sociated with the thyrotoxic state was obtained Shaffer (2), Hunter (3) 
and Palmer (4,5) who observed spontaneous creatinuria this disease. 
This was similar the creatinuria produced thyroid feeding which was 
reported early 1912 Krause, and later Gross and Steenbock (7) 
and Carson (8). Iodine administration seemed have little effect upon this 
artificially produced creatinuria (Carson, 8), although Graves’ disease 
iodine treatment reduced the creatinuria (Palmer al, 5). 

Asthenia, symptoms muscular weakness and occasionally muscle 
atrophy assume marked significance Graves’ disease. Recent reports 
Ayer, Means and Lerman (9) and Berkman (10) extend our knowledge 
this disturbance muscle metabolism thyrotoxicosis include patients 
with primary muscle disease which subtotal thyroidectomy performed 
for the relief associated thyrotoxicosis has increased the muscular 
efficiency the individual. the light the recent investigations Fiske 
and Subbarow (11) concerning the synthesis phosphocreatine has been 
suggested Shorr and Richardson (12) that disorder the resynthesis 
creatine phospho-creatine may the cause the spontaneous creatinuria 
noted Graves’ disease. 

The observations this report are based upon study hospitalized 
patients suffering from thyrotoxicosis. these patients the creatine excre- 
tion was followed during the period hospitalization. creatine tolerance 
test was performed before and after iodine therapy and subsequent sub- 
total thyroidectomy. Creatine tolerance tests were performed other patints 
with Graves’ disease but much these patients were not followed 
throughout their hospital course they are not included this report. 


Procedure. The patient was provided with diet low creatine and creatinine 
for several days prior the test. This diet contained sufficient calories and protein 
meet the increased metabolic requirement. Daily creatine and creatinine determi- 
nations were made upon the 24-hour urine specimen. The specimens were preserved 
with toluene and kept ice chest. Preformed and total creatinine were determined 


Rockefeller Fellow Medicine, 1934-1935, the Harvard Medical School and the Massachusetts 
General Hospital, Boston, Massachusetts. 
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according the methods Folin (13). Analyses were made upon several succes- 
sive 24-hour specimens prior the administration creatine. the morning 
the test 2.64 gm. creatine dissolved 400 cc. water were administered orally 
2.64 gm. creatine (Eimer and Amend glycocyamine containing one molecule 
water) are equivalent 2.0 gm. creatine the urine expressed creatinine. 
the case children adults too ill ingest 400 cc. liquid, 1.32 gm. creatine 
dissolved 200 cc. water were administered. either instance the constant fluid 
intake the patient was not altered. 

Richardson and Shorr (12) standardized their test using 1.32 gm. creatine. 
these studies twice this amount (2.64 gm.) was employed. The larger amount 
creatine offers the possibility placing milder degrees creatine impairment under 
greater stress. calculating the percentage creatine retained the following method 
was employed. From the creatine excreted the day the test was subtracted the 


PATIENT M.C. THYROTOXICOSIS, FIRST 


Urine Preformed 


Date Volume Creatinine Creatine Weight 


gm. kg. 


11-28-34 49.35 
975 0.975 0.536 +49 49.47 
11-30-34 1110 0.952 0.392 +47 49.40 
1-34 1355 1.154 0.201 +43 49.79 
12- 2-34 1252 1.087 0.240 +46 49.14 
12- 3-34 


amount creatine excreted spontaneously the day previous the test, better, 
the average amount creatine excreted during several days preceding the test. This 
figure when divided the total amount creatine which might have been excreted 
(2.0 gm.) gave the percentage excreted. each instance the urine was tested for 
the presence acetone diacetic acid. 

Normal values our own series closely approximated those reported Shorr 
and Richardson, i.e., per cent retention for men, per cent retention for women. 
These values represent the lower limits for normal, healthy individuals. 


THYROTOXICOSIS 

decreased tolerance administered creatine was noted all the 
untreated thyrotoxic patients. Frequently the low values for preformed creatine 
and the high values for creatine significantly altered the normal creatinine 
coefficient. Table records the data determined typical case thyro- 
toxicosis. This patient M.C., white female years age, was admitted 
the Metabolic Ward Nov. 21, 1934. Following 16-day observation 
period the patient was discharged the Outpatient Department where the 
course her disease was followed until June 1935. this time she was 
admitted the hospital and subtotal thyroidectomy was performed. 

Table demonstrates the degree spontaneous creatinuria which may 
occur patient presenting moderate degree thyrotoxicosis associated 
with little loss body weight. 

figure are given the data which were obtained the second admis- 
sion patient M.C. The spontaneous creatinuria this time amounted 
300 400 mg. Before giving iodine, two creatine tolerance tests showed 
and per cent retention, respectively. 


gm. 
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preliminary period observation during which rest and adequate 
diet high carbohydrate were the only medicaments resulted improve- 
ment creatine retention from per cent. The sparing effect 
upon creatine metabolism has been clearly demonstrated 
Graham and Poulton (14). Iodine treatment case M.C. was begun 
6-10-35. Three days later the creatine retention had increased per cent. 
6-17-35 after days iodine administration the creatine retention was 
found per cent. 6-19-35 subtotal thyroidectomy was performed. 
Eight days following the operation the basal metabolic rate was found 
plus per cent while the creatine retention had increased per cent. 


CREATINE TOLERANCE THYROTOX/COS/S 


CREATINE SUBTOTAL THYROIDECTOMY 


Fig. 


Table summarizes the data obtained from the patients with thyro- 
toxicosis. 

Concomitant with decrease the basal metabolic rate and improve- 
ment the clinical condition there was decrease the creatinuria and 
increase the retention creatine. difficult evaluate the part played 
iodine therapy this change. Palmer (4,5) and Richardson (12) have 
stressed the importance iodine reducing the degree spontaneous 
creatinuria and improving the creatine retention thyrotoxicosis. There 
direct evidence show that iodine has any specific effect upon creatine 
metabolism. When marked improvement the creatine tolerance occurs 
under iodine treatment probably secondary the improved metabolic 
state induced iodine therapy. Furthermore, the primary myopathies and 
other conditions associated with spontaneous creatinuria, iodine treatment 
does not result any improvement the creatinuria. Carson (8) has demon- 
strated that iodine when given with thyroid the normal individual does not 
prevent the creatinuria. 

Immediately following the subtotal thyroidectomy days) many 
patients failed show further increase creatine retention (table 2). 
doubt this phenomenon was related the operative procedure later ex- 
aminations usually revealed marked improvement the creatine tolerance 


CASE N.C. A 
wee 
120Q, 50% | 
= 
10% 
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with absence creatinuria. impaired creatine tolerance for 
several weeks some patients following the subtotal thyroidectomy. will 
necessary study patients for many months following thyroidectomy 
order estimate the degree permanent improvement creatine metabolism. 
There evidence substantiate the impression that the so-called ‘nodular 
toxic goiter’ differs from the ‘exophthalmic goiter’ the degree impair- 
ment the creatine mechanism (Palmer, Kepler and Boothby, 15). 
Effect thyrotropic hormone. Collip and Pugsley (16) have shown that 
when thyrotropic hormone the anterior pituitary gland injected into 
normal rats increase metabolic rate paralleled marked creatinuria 
and negative calcium balance. Under the supervision Doctors James 
Means and Saul Hertz, patient M.C. (thyrotoxicosis) with basal metabolic 


TABLE TWELVE PATIENTS WITH THYROTOXICOSIS. 


Before After Iodine 

Treatment Therapy Thyroidectomy 
Basal Metabolic Rate +50% +20% +5% 
Creatinuria, gm. 0.210 0.077 0.115 


Creatine Tolerance (Percentage Retention) 


58% 74% 


rate plus plus per cent was given Collip’s thyrotropic hormone 
parenterally. spite continued injections appreciable increase 
creatinuria occurred this thyrotoxic individual. This the only instance 
this series which the creatine excretion has been studied thyrotoxic 
individual given thyrotropic hormone. 

The effect adrenal cortical hormone and anterior pituitary growth 
hormone. Preliminary observations regarding the effect these hormones 
upon the creatinuria and creatine tolerance the thyrotoxic patient have 
far given negative results. This negative effect should compared the 
profound effect which adrenal cortical extract exerts upon the creatine metab- 
olism the adrenal-insufficient patient. 


THYROID INSUFFICIENCY 


has been observed that thyroid insufficiency associated with ab- 
sence creatinuria (Poncher, 17; Beumer, 18; Hess, 19; Richardson and 
Shorr, 20, 21). adult patients suffering from myxedema this absence 
creatine the urine not significant much similarly true 
all normal adults with the possible exception the transient spontaneous 
creatinuria frequently noted women. children there present spon- 
taneous creatinuria. The absence this creatinuria cretinism and childhood 
myxedema has been described and utilized diagnostic criterion the 
disorder (Hess, 19; Poncher al., 17). Furthermore Poncher has demon- 
increased tolerance ingested creatine children with hypothy- 
roidism. 


The observations reported this study have been made upon group 


7 
q 
— 


632 GEORGE THORN Volume 


patients with typical, spontaneous myxedema. The plan study was similar 
that employed the patients with thyrotoxicosis. Daily basal metabolic 
determinations were made. Blood cholesterol determinations were made and 
electrocardiograms were obtained. With the patient creatine-creatinine 
free diet, 24-hour urine specimens were examined for several days for the 
presence spontaneous creatinuria. During this preliminary period 
creatine tolerance test was performed. Thyroid administration was begun (in 
some cases specially prepared product unknown thyroid activity was being 
assayed). The daily alterations basal metabolic rate, body weight, urinary 
output and creatine and creatinine were observed. cases, with the co- 
operation Doctors Milton Lee and Gilbert Ayers the Department 


FOLLOWING MED/CAT/ON 


20% 000ce 


40% 
~ 
CREATINE 
Fig. 


Physiology the Harvard Medical School, the alterations all the 
partitions urinary nitrogen were determined. 

Observations. The patients with spontaneous myxedema had demon- 
strable creatinuria before thyroid therapy was instituted. The creatine tolerance 
tests before treatment varied from per cent retention. This high 
retention creatine adult myxedema confirms the observation Poncher 
(17) children with hypothyroidism. The absence spontaneous creatinuria 
adult myxedema confirms the observations Beumer (18) and Shorr and 
Richardson (20, 21). 

The cases myxedema developed creatinuria within hours after 
institution the thyroid therapy, and all cases this creatinuria reached its 
maximum value approximately days when 0.1-0.2 gm. thyroid was 
given daily. that time the creatinuria varied between 300 and 600 mg. 
hours. This creatinuria preceded the basal metabolic rise, the weight loss 
and the signs clinical improvement. 

Figure case E.W., demonstrates the creatine excretion which preceded 
the elevation basal metabolic level. The tolerance for administered creatine 
was decreased with thyroid therapy. The greatest impairment seemed 
early and was associated with the most severe degree creatinuria. Later 
when the normal metabolic rate had been maintained for some period the 
degree creatinuria diminished and the creatine tolerance improved. case 
studied for period 180 days, creatinuria was noted throughout 


PREFORMED 
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the entire period thyroid administration. maintenance dose 0.1 
gm. thyroid daily this creatinuria assumed value approximately 100 
mg. during the last months observation. this amount thyroid, 
patient was maintained basal metabolic level minus per cent. 
This patient was found have creatine retention tests and per cent, 
respectively, 140 and 170 days after therapy had been instituted, compared 
with retention per cent before thyroid was administered. appeared 
that this patient the ability retain creatine had been maintained through- 
out the treatment. Cases which replacement therapy was instituted 
smaller doses and which the metabolic response was very gradual, less 
severe impairment creatine retention occurred. 


CREATINE TOLERANCE TESTS 
IN MYXEDEMA 
DURING THYROID MEDICATION 


CREATINE 


CREATINE 
Fig. 3. 


Figure case W., demonstrates the effect thyroid administration 
upon creatine excretion, basal metabolic rate, alteration weight and urinary 
output. Creatine tolerance tests revealed marked decrease creatine reten- 
tion after thyroid therapy. sudden increase thyroid dosage resulted 
increased creatinuria. 

DISCUSSION 


The clinical state myxedema has been utilized Means, Salter, Lerman 
and Hertz (22) their method for assaying experimentally produced thyroid 
fractions unknown potency. Such assay depends upon the increase 
basal metabolic rate the criterion potency. Under such circumstances 
prolonged period observation necessary order obtain accurate 
baseline the patient’s true metabolic level. similarly long period may 
required for the assay, particularly when the preparation under study one 
low potency. using the appearance creatine excretion index 
thyroid activity possible reduce considerably the time needed for 
such assay. The degree creatinuria useful determining the physio- 
logical dosage thyroid for both the cases spontaneous myxedema and 
the totally thyroidectomized cardiac patients. 

case myxedema attempt was made reduce the negative nitro- 
gen balance induced with thyroid therapy injecting potent adrenal cor- 
tical extract. this patient, W., maintained 0.1-0.2 gm. thyroid per 


100 

4 
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day, significant reduction the creatinuria occurred under adrenal cor- 
tical extract therapy. Koelsche and Kendall (23, 24) have reported upon the 
sparing effect which adrenal cortical extract exerts upon the nitrogen metab- 
olism adrenalectomized dogs when thyroid administered. well 
known that thyroid increases the demand for cortical extract adrenalecto- 
mized animals. Thus not surprising that adrenalectomized animals should 
resist thyroid more effectively when additional cortical extract given. How- 
ever, myxedema, which thyroid such potent medicament and 
which there associated adrenal insufficiency doubtful whether adrenal 
cortical extract physiological doses could significantly alter the nitrogen 
output. 

SUMMARY 


The creatine tolerance test described Richardson and Shorr was em- 
ployed with slight modification study patients with thyrotoxicosis 
and patients with well developed, typical, spontaneous myxedema. The 
creatinuria and creatine retention following administered creatine were in- 
vestigated different levels the patient’s clinical condition. marked im- 
pairment the retention creatine patients with thyrotoxicosis was noted 
all instances. Iodine reduced the creatinuria and improved the creatine 
retention thyrotoxicosis. Proof primary effect iodine upon creatine 
metabolism lacking. The alteration creatine metabolism may persist for 
many months following subtotal thyroidectomy performed for the relief 
thyrotoxicosis. patients with myxedema creatinuria often preceded the 
metabolic rise following thyroid administration. The creatine retention de- 
creased myxedematous patients under thyroid therapy. Attempts reduce 
the creatinuria thyrotoxic patients administering adrenal cortical hormone 
were unsuccessful. 


This work was carried the Thyroid Clinic the Massachusetts General Hospital 
under the supervision Doctor James Means. The author wishes acknowledge the 
kind cooperation Doctors Saul Hertz, Benjamin Jacobsen and John Talbot. 
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EFFECT TOTAL THYROIDECTOMY UPON EXPERI- 
MENTALLY INDUCED MENSTRUATION 
MATURE OVARIECTOMIZED 


BURFORD, EDGAR ALLEN, AND DIDDLE 
Department Anatomy, Yale University School Medicine 
NEW HAVEN, CONNECTICUT 


Menstrual irregularities associated with thyroid dysfunction have long 
been source interest and comment the clinician, and few treatises 
disturbances menstruation fail detail the effects exophthalmic goiter, 
toxic adenomata, and myxedema upon the character the menstrual cycle. 
That these discussions are often contradictory serves emphasize the variabil- 
ity the effects. Certain generalizations, however, seem justified (1, 2); 
menorrhagia more commonly associated with myxedema, the menstrual 
disturbance exophthalmic goiter most commonly and the 
clinical syndrome toxic adenoma the thyroid less often associated with 
menstrual irregularities. 

The importance the thyroid endocrine therapy certain types 
menstrual disorder emphasized the following statement from Pratt (3, 
910): “Up the present time more convincing results correction 
menstrual abnormalities have been obtained empirical use thyroid ad- 
ministered orally than treatment with any other hormone.” 

review the subject will not attempted here, the reader being re- 
ferred Mazer and Goldstein (4), the recent discussion thyroid-gonad 
interrelations Marine’s article (5) and review experimental work 
menstruation Allen (6). 

was first demonstrated 1927 that injections ovarian follicular 
hormone (theelin) would produce effects the uterus the ovariectomized 
monkey which were followed menstruation after hormone treatment was 
discontinued (7). Recent work attempting quantitate the theelin threshold 
for experimental menstruation the ovariectomized monkey (8) has led 
the establishment fairly definite minimal dosage water-soluble theelin 
necessary for the production experimental menses adult ovariectomized 
females. This minimal effective dose approximately 150 R.U. given over 
period days. The present study attempt determine the effect 
total thyroidectomy upon the amount theelin necessary induce experi- 
mental menstrual bleeding adult ovariectomized monkeys. 


METHODS 


Four vigorous, regularly menstruating monkeys (Macaca Mulatta) were 
chosen for the experiment and ovariectomized. Ten days following ovariectomy 


work was grant from the Committee for Research Problems Sex the 
National Research Council. 
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total thyroidectomy was done. least parathyroids were identified before 
excision the thyroid, which was then completely removed. The thyroid tis- 
sue was weighed one check the completeness extirpation. Ten days 
following thyroidectomy injections were begun twice daily. Four 
series experiments have been completed each animal, total dosages 
per series ranging from 300 100 R.U. All treatments were spaced over 10- 
day periods, that the daily dosages varied from R.U. Following 
cessation the injections the animals were observed closely for the onset 
bleeding and records kept the latent period (the time elapsing between the 
cessation injections and the appearance bleeding) and also the amount 
and duration the flow. When was certain that menstruation had ceased, 
was not going injections were resumed. 


Weight 
thyroid tissue 
removed 


Body weight 
before 
thyroidectomy 


Body weight (grams) 


months after 
thyroidectomy 


month after 
thyroidectomy 


The success thyroid extirpation was determined the weight 
thyroid tissue removed, the behavior the animal, increase body 
weight, and finally and most important, post-mortem examination the 
neck for possible remnants thyroid tissue, histological sections being made 
all suspicious tissue. Studies basal metabolism were not undertaken. 


OBSERVATIONS 


The body weights before the first operation ranged from 4000 5400 
grams (table 1). 

Following ovariectomy all the animals went through normal operative 
menses (9). With the exception monkey all the animals tolerated thy- 
roidectomy without difficulty and showed post-operative manifestations 
parathyroid deficiency. Monkey for the first post-operative days, had defi- 
nite manifestations parathyroid deficiency, but these symptoms disappeared 
without specific treatment. 

The weights the excised thyroids ranged from 1.1 1.6 gm. (table 
1). These are well within the range the normal for female monkeys 
these body weights. All the monkeys were much less active following thy- 
roidectomy. There was also rapid increase body weight after this opera- 
tion, increases ranging from 150 400 gm. month and 200 600 gm. 
months (table 2). The increases were roughly proportional body 
weights. Careful search autopsy following completion the experiments, 


Acknowledgment made Dr. Oliver Kamm the Parke, Davis Company for supplying this 
These experimental menstrual periods usually occur within weeks after cessation injections, 


grams grams 
5400 1.6 5800 6000 
4200 1.3 4450 4600 
4000 1.2 4200 4300 
4100 4250 4300 
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with histological examination all suspicious tissue, failed reveal any evi- 
dence functioning thyroid tissue. 

The data concerning dosages given, the latent periods which follow hor- 
mone treatment before the onset menstruation, and the duration the ex- 
perimental menses are summarized table Each monkey was given ex- 
perimental cycles, total cycles for the group. 

the first experiment each animal was given R.U. daily for days, 
total dose 300 units, which double the threshold dose for menstrua- 
tion previously determined (8). After cessation hormone treatment, 


TABLE 
Theelin per Number Total dose Duration 
Monkey Treatment day days theelin menses 
rat units injected R.U. days 


days duration. interesting note that these first experimental cycles (from 
the first injection the cessation menstruation) all animals were 
days long. 

For the second experimental cycle each animal the dose was reduced one- 
half (15 R.U. for days, total 150 units). The latent periods were the same 
the first cycles animals and days monkeys and respec- 
tively) and day longer the other days compared with the 
first cycle monkeys and 4). Duration menses was the same cases, 
and days shorter one (monkey 3). 

the third series injections the dose was further reduced R.U. 
daily, total 100 units, which was expected subthreshold for men- 
struation. This dosage failed evoke menstrual response any the 
monkeys. the fourth series each animal the dose was increased R.U. 
daily, total 140 units. After latent periods days monkeys men- 
struated, duration menses being days and days the other. The 
fourth monkey failed menstruate, indicating that this dosage was below the 
menstrual threshold for this animal. 


4 
| 
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These experimental menstrual periods induced injections into 
ovariectomized-thyroidectomized monkeys are similar all essentials those 
previously reported ovariectomized animals with thyroids intact (8). 


SUMMARY 


Ovaries and thyroid glands were removed from mature monkeys. They 
were then tested for the amount ovarian follicular hormone (theelin) neces- 
sary induce experimental menstrual periods. 

Total doses 100 R.U. water soluble theelin days failed pro- 
duce menstruation. 

Total doses low 140 R.U. the same time were followed men- 
strual bleeding cases (no bleeding the while doses 150 R.U. 
(also 300 units) did not fail produce experimental menses. These values 
are essentially the same those found for ovariectomized mature females with 
thyroid glands intact. differences were found the latent periods which 
follow cessation hormone treatment before onset menses, nor the du- 
ration menstrual flow. 

Therefore, these experiments show effect thyroid ablation the 
threshold ovarian hormone (theelin) required induce menstruation 
ovariectomized monkeys. 
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MODIFICATION THE FRANK-GOLDBERGER 
BLOOD ESTRIN 


THEODORE NEUSTAEDTER 
From the Gynecological Department the New York Post-Graduate 
Medical School and Hospital Columbia University 
NEW YORK CITY 


The cyclical changes the vaginal epithelium and reproductive organs 
the guinea-pig were first described Stockard and Papinicolau (1) and later 
confirmed Long and Evans (2) and Allen (3) the rat and mouse respec- 
tively. They also demonstrated that these cyclical phenomena ceased after 
double ovariectomy and reappeared following ovarian implantation. Allen and 
Doisy (4) were the first utilize castrated rodents for the purpose de- 
termining the presence follicular hormone extracts. Frank and Gold- 
berger (5) applied this method determination for the blood normal, 
fertile, menstruating women, with complete success, using the spayed mouse 
the laboratory standard. 

The test described satisfactory, with one exception: not always 
possible emulsify the lipoid residue with water. Occasionally acacia must 
rubbed with the residue that emulsification will occur. times even 
this fails, that the extract per must deposited subcutaneously through 
skin incision. Goldzieher (6) further modified their procedure citrating 
the blood extracting twice with 100 cc. ether and dissolving the dry residue 
cc. benzol; 0.6 cc. pure olive oil added the solution and the 
benzol fanned off. The oil then contains the female sex hormone. 

The method for extracting estrin from human blood which now use 
the Endocrine Laboratory the Gynecological Department the New York 
Post-Graduate Medical School and Hospital follows. Transfer cc. 
blood from syringe petri dish containing 30-40 gm. anhydrous 
Na,SO,. Mix thoroughly with glass rod. Fan until the mass has the con- 
sistency fudge. Transfer mortar and grind very fine powder the 
mixture dries. Return the powder the petri dish for storage the pro- 
cedure must interrupted this point. Should the mixture not harden, add 
more Na,SO,. Transfer the red powder 250 cc. Erlenmeyer flask and add 
100 cc. ether. Stopper tightly with rubber and agitate for minutes 
Holtz shaker. Rest the flask specially constructed board angle 
45° separate the ether from the sludge sedimentation. Decant the super- 
natant fluid and centrifuge. Repeat the process twice (that is, use 300 cc. 
ether all). Evaporate the centrifugalized ether dryness casserole 
before electric fan. Dissolve the lipoid residue cc. benzene which 
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0.6 cc. olive oil added. Fan off the benzene. the air full dust, 
preferable cover the tube with filter paper and set aside for spontaneous 
evaporation since injection dirt leads infection the animals. Sterilize 
the olive oil which now contains the lipoid extract autoclaving 
for minutes. This extract may kept for several days rubber stoppered 
and stored the dark. 

The extract injected into mature, castrated female mice divided doses 
using sterile tuberculin syringe. the first day injections are given 
4-hour intervals. Two injections the same interval are made the following 
day. The extract introduced into the mouse dorsally and subcutaneously. 


TaBLe 1. BLoop ESTRIN TESTS IN MENSTRUAL ENDOCRINOPATHIES. 


Results 


Condition Cases Tests Positive Weakly Positive Negative 


Primary Amenorrhea 4.5 72.8 
Secondary Amenorrhea 13.2 6.0 80.8 
Oligomenorrhea 109 12.8 4.5 82.7 
Total 297 539 392 


Twenty-nine cases this group were reported upon previous communication (7). 


Beginning the third morning, vaginal spreads are prepared twice daily for 
days. The smears are made with small bent glass tube drawn fine tip. 
means rubber bulb, drop water repeatedly injected and reas- 
pirated from the vaginal canal that uniform and typical sample vaginal 
secretion secured. The specimen transferred clean slide, dried, fixed 
and immersed aqueous thionin per cent) for minute; excess stain 
removed with water. Examine the vaginal smear for estrus reaction (denot- 
ing mouse unit estrin and considered the norm). 

The spreads are interpreted the following manner. The presence 
leukocytes with occasional epithelial cells (diestrus phase) denotes the absence 
estrin and considered negative. The presence nucleated epithelial cells 
only (proestrus phase) denotes the presence maturing follicles with early 
secretion estrin and considered weakly positive. The presence nucleated 
and non-nucleated epithelial cells, non-nucleated cells alone (estrus phase) 
denotes complete follicle maturation and the height estrin secretion, and 
considered positive reaction estrin and cc. blood). 

The usual practice followed menstrual disorders the withdrawal 
blood for examination near menstrual period possible. However, 
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primary and secondary amenorrheas and the blood with- 
drawn once week for period weeks unless positive reaction occurs 
the interim. other menstrual disorders, should the estimated time the 
onset bleeding more than days the test repeated. 


RESULTS 


all, 583 tests? were performed over period years and months 
beginning October 1932, which the last 180 were carried out with the 
modified technic. 

seen table 297 cases menstrual disorders 539 tests were 


TABLE 2. A COMPARISON OF THE NEGATIVE AND POSITIVE RESULTS OBTAINED WITHIN 3 AND 10 
DAYS OF MENSTRUATION RESPECTIVELY IN NORMAL, FERTILE, MENSTRUATING 
WOMEN AND MENSTRUAL ENDOCRINOPATHIES. 


Within days Menstruation Within days Menstruation 


No. 
Normal menstruation 
Positive 75.0 95.8 
Negative 25.0 4.2 
Total 
Abnormal menstruation 
Positive 35.9 39.7 
Weak Positive 10.6 9.7 
Total 142 


performed, which gave positive, weakly positive and 392 negative 
results. seen table 142 tests made upon the bloods menstrual 
disorders within days menstruation, showed 35.9 per cent positive, 10.6 
per cent weakly positive and 53.5 per cent negative results. these, 
examination the blood within days the onset menstruation resulted 
39.7 per cent positive, 9.7 per cent weakly positive and 50.6 per cent nega- 
tive findings. Since there was doubt the exact date menstruation 
number patients, only 142 tests were used criterion. 

normal, fertile, menstruating females, examination the blood 
within days the onset menstruation gave average per cent 
positive results. these, examination the blood within hours 
the onset menstruation resulted 95.8 per cent positive results. These 
figures closely approximate those Frank and Goldberger. Mazer’s (8) 
sults are slightly higher. 

DISCUSSION 


That the normal corpus luteum secretes larger amounts estrin than that 
its forerunner, the matured Graafian follicle, obvious from the results 
obtained blood examinations normal, fertile, menstruating women 
various periods the menstrual cycle, well consecutive urine examina- 
tions for estrin content. These findings are considerable variance with the 
results obtained the blood examinations various menstrual disorders. 


number tests the part this work were performed the Central Neurological 
Hospital, Welfare Island, New Yor 
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comparison between the results obtained the normal and abnormal 
patients within and days menstruation, respectively, table rather 
significant. That ovarian dysfunction occurs great many menstrual dis- 
orders well established fact. This evidence further substantiated the 
blood estrin assays. Excluding the first types menstrual derangements 
table the percentages negative results ranging from per cent are 
rather significant even though positive results were obtained instances 
the excluded entities. 

regards the findings normal individuals, Janney (9) and Ford and 
Mueller (10) did not obtain results similar those presented this report 
those Frank and Goldberger (11) and others. These investigators also 
reported difficulty with the emulsion the lipoid residue and possibly the 
test animals did not receive the entire amount lipoid residue obtained with 
each extraction. This may the reason for the conflicting reports. 

Valuable information concerning ovarian activity important the clini- 
cal work-up menstrual abnormalities and seems possible that this added 
information may provided the blood estrin tests, although may not 
possible for every one utilize this method. estrin secretion premenstru- 
ally abnormal, not further possible assume that the corpus luteum may 
deficient its other activities? unmarried women whom endometrial 
biopsy, which definitely characteristic the various phases ovarian activ- 
ity, not available, the test valuable adjunct, but both methods can 
employed, much the better. 


SUMMARY 


improvement the Frank-Goldberger blood estrin test reported, 
using benzol and olive oil for dissolving the lipoid residue. The test valu- 
able adjunct clinical work endocrine disturbances that adds valuable 
information concerning ovarian activity. The blood normal, fertile, men- 
struating women examined yielded approximately the same results those 
Frank and Goldberger. 297 women suffering from menstrual derangements 
539 tests gave per cent negative results indicating ovarian dys- 
function. 142 cases menstrual endocrinopathies the blood taken within 
and days menstruation and examined for estrin content showed 50.6 
per cent and 53.5 per cent negative results respectively. 


wish express grateful appreciation Dr. Walter Dannreuther for his kind assist- 
ance and efforts make this work possible. 
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TUBE-LOCKING OVA OESTROGENIC 


RAE WHITNEY BURDICK 


Department Biology, Alfred University 
ALFRED, NEW YORK 


has been found Burdick and Pincus (1) that injections theelin 
prevent the descent fertilized ova into the uterus. Since there might some 
question whether not this locking ova the tubes phenomenon 
peculiar theelin, was thought desirable compare its effects with those 
some other commercial oestrogenic extracts. this study, have found 
that the commercial products Amniotin,? Progynon and will also 
tube-lock the ova mice. series delayed injections theelin* was first 
run for comparison with the series injections begun the time finding 
the vaginal plug. 

PROCEDURE AND RESULTS 


Albino mice were used throughout this study. Copulation was determined 
the vaginal plug method. Injections were given subcutaneously once 
twice daily after copulation. The time intervals between vaginal plug formation 
and autopsy are recorded the accompanying tables. 

Each half the reproductive tract was removed with the uterus, fallopian 
tube and ovary intact. Under the dissecting microscope the tract was freed 
all fatty tissue and cleared red blood cells; the tract was then moved 
glass slide with concave well and covered with Ringers-Locke solution. 
The spontaneous movements the tubes and uterus, and the diameter 
and length the uterus were noted. corpora lutea were present the 
the uterus was cut off just below the tubo-uterine junction, flushed 
carefully and the flush checked for ova. Care was taken look over the 
solutions each time some portion the tract was cut, sometimes ova were 
found have escaped from these open ends the tube. 

The mesentery was severed several places along the tube that this 
coiled organ could somewhat straightened out and examined intact for ova 
which can frequently seen inside the tubes, means small micro- 
scope lamp placed directly below the stage. ova were not seen, the tube 
was divided into parts about the same length. The contents the lumen 
each portion were pressed out running curved needle from end end 
the section (2). all the eggs could not accounted for, the solutions 
were checked again for clear zonas and the periovarian sac removed. Several 
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times fertilized ova were found within the periovarial sac and the middle 
and ovarian thirds when, normal animal, they could expected 
the opposite end the tube. This was particularly true with heavier injections 
oestrin. Why this not known. Possibly excess oestrin alters peristalsis 
tubal movements that there prodvarial movement the lumen 
contents. Empty zonas were frequently washed out the periovarial cavity. 
These probably were remains unfertilized eggs. 

examination the results table shows conclusively that injections 
R.U. theelin, delayed until days after the vaginal plug formation, are 
not sufficient tube-lock ova. This delay has been sufficient for the corpora 


THEELIN. DELAYED INJECTIONS. 


Days Delay R.U. Total Days} and Condition 
Animal No. |Before Per A.P. Before Ova. 
tions Injection Autopsy T=Tubes; U=Uterus 
cysts. 
blastocysts. 
from subsequent ovulation. 


lutea function, thus lowering the oestrin content the blood, its secretion 
being present sufficient quantity override the small amounts oestro- 
genic extract injected. Possibly larger amounts theelin would have resulted 
tube-locked ova. Kelley (3) and Smith (4) have found that pregnancy 
advanced guinea pigs and rats increasingly large doses oestrin must 
given terminate pregnancy. 

interesting note the exceptions which ova were found the 
tubes: the eggs mouse were few and fragmented (probably from sub- 
sequent ovulation and not fertilized); mice and had only few ova 
that there was probably such small amount corpus luteum substance 
present that the balance was thrown favor the oestrin. 

Table gives the results with Amniotin ethylene glycol (Squibb) in- 
jections. both series, injections were begun the time the vaginal plugs 
were found. evident that 0.1 cc. R.U.) Amniotin was below the 
threshold necessary for holding the ova the tubes, per cent the 
mice were found with normal ova the uteri. When the injections were in- 
creased 0.2 cc. none the ova escaped from the tubes. 

Somewhat the same situation was found resulting from injections 
Progynon (Schering). Table lists the results 0.2 cc. R.U.) injections 
this oestrogenic substance. This amount was again insufficient tube-lock 
the ova. When the injections were increased 0.3 cc. (7.5 R.U.), ova were 
recovered from the tubes. 
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Another series mice was injected with Progynon-B which the oestro- 
genic substance dissolved oil. The injections were 0.05 cc. (25 R.U.). 
Table shows, would expected, that the ova were found the tubes. 


DISCUSSION 


With but few exceptions normal fertilized ova can tube-locked injec- 
tions oestrogenic substances. These exceptions may accounted for the 
fact that the amount extract injected was below the threshold that the 


TABLE 


Hours After Location 
Animal No. Plug Description 


AMNIOTIN: 0.1 R.U.) Per Injection 


Tubes and Uterus Left: ovum ovarian end tube; ovum 
uterus. 
ova 


Tubes and Uterus Left tube: unfertilized ova. 
uterus: blastocysts. 
Right tube: unfertilized ovum. 


Right uterus: morula and blastocyst. 
Tubes 


Tubes Elongated blastocysts; fragments. 
Tubes and Uterus Left uterus: blastocyst and unfertilized ovum. 
Right tube: unfertilized ova; empty zona. 
Right uterus: blastocysts. 
Tubes Elongated blastocysts; some good condition, 
some fragmented. 


AMNIOTIN: 0.2 ce. (10 R.U.) Per Injection 


Tubes Blastocysts: one losing zona. 
125 Tubes Left tube: fragments. 
Right tube: shrunken blastocysts with and 


without zonas. 
126 ova 


126 Tubes Pearly bodies: relation ova doubtful. 
127 Tubes Late blastocysts. 


first injection may have been delayed too long after mating. possible that 
single daily injection not efficient smaller doses given several times 
hours. These experiments establish the fact that the minimal number 
rat units oestrin necessary tube-lock ova between and The 
between this amount and the number corpora lutea was not 
determined. 

was interesting note the activity the tubes during microscopic 
examination ova the tubal lumen. When ova were the lower (uterine) 
third the tube, they were frequently seen moving short distances and 
down. The lumen did not seem such times constrict that particular 
region but rather the tubal contents appeared sucked back and forth 
and fro movements peristalsis the upper (ovarian) portion. This rapid 
movement the ova certainly not due the action cilia. Below this sort 
tubal reservoir, the lumen narrowed appear closed. the uterine 
tissue cut away from around the tubo-uterine junction until the whole lower 


110 
123 
123 
146 


646 RAE WHITNEY AND BURDICK Volume 


tube exposed, will found that that portion the tube which extends 
into the upper cavity turgid the needle touch intense state 
contraction distended with lymph. This portion actually harder tease 
apart than any other part the tube this time. These cyclic variations the 
turgidity have not yet been fully determined but known that under normal 


Hours After 
Vaginal Plug 


Location 


Animal No. 


Description 


PROGYNON: 0.2 R.U.) Per Injection 


124 Tubes and Uterus Left: morula with zona uterus; ova mid- 


dle section tube. 
Right: late blastocyst without zona uterus. 
Tubes and Left: blastocysts tube; elongated blasto- 
cysts uterus. 
Right: blastocyst high ovarian end tube. 


125 
125 Tubes Left: ovum tube. 
Right: zona enclosing few yellow granules; 


ova middle section tube. 
146 ova 


152 Tubes and Uterus Left: unfertilized ovum tube. 
Right: late blastocyst tube; late blastocyst 
(with Trager) uterus. 


PROGYNON: 0.3 (7.5 R.U.) Per Injection 


Tubes Left: ragged morulas; one about cell; empty 


zonas. 
ova 


101 Tubes Unfertilized ova. 


103 Tubes Irregular morulas and empty zonas. 
127 ova 


150 Tubes Left: remnants (?) ova. 
Right: blastocysts middle and ovarian 


thirds. 
154 Tubes Blastocysts without zonas. 


PROGYNON-B: 0.05 cc. (25 R.U.) Per Injection 


145 Tubes Morulas, beginning form blastocyst; 
blastocyst. 

143 Tubes Unfertilized ova; several irregular masses 
which looked like degenerate ova (?). 

127 104 Tubes Degenerate blastocysts without zona. 

142 113 Tubes Degenerate blastocysts without zona. 

124 125 Tubes Contracted blastocysts without zona. 

125 127 Tubes Contracted blastocysts without zona. 


conditions, there definite relaxation about hours after the plug when 
the ova descend into the uterus. These phenomena are being studied. 

study the history and fate the developing ova being prepared 
under separate title but can report here that oestrogenic substances the 
quantities used not appear interfere with the normal cleavage stages 
mouse ova until after the blastocyst stage. The ova form apparently normal 
segmentation cavities, with trophoblast cells tightly contacting the zona, and 
the inner cell mass well defined. Soon after this stage, abnormalities 
resulting finally the breaking the eggs. 
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Several important questions are raised these experiments. the nor- 
mal descent ova from the tubes brought about another endocrine factor 
there tubo-uterine relaxation due the simple absence oestrin? 
possible that certain cases human sterility may due overproduction 
oestrin least its continued presence the blood stream? Can normally 
fertilized primate ovum tube-locked excess oestrin? Can pregnancy 
prevented primates injections oestrin soon after copulation? What 
hypothesis can formed for the physiological activity the tubo-uterine 
region that will include the results insufflation experiments, tube-locked 
ova and normal sperm ascent? 


SUMMARY 


These experiments clearly establish the amount oestrogenic substance 
tube-lock ova when injections are begun the time vaginal 
plug formation. Larger amounts such extracts must used injections are 
delayed. 

Injection R.U. theelin, delayed until days after vaginal plug 
formation, mice, not sufficient tube-lock ova. dose 0.1 cc. 
R.U.) Amniotin ethylene glycol just below the threshold amount 
oestrin necessary consistently tube-lock ova. small series, per cent 
our mice were found with eggs both tubes and uteri. With 0.2 cc. (10 
R.U.) Amniotin, the ova were found the tubes after the time for normal 
descent. 

Much the same situation was found with Progynon (Schering) aqueous 
solution, since 0.3 cc. (7.5 R.U.) would tube-lock ova but with the injection 
only 0.2 cc. R.U.) some the ova escaped. Doses 0.05 cc. (25 R.U.) 
Progynon-B oil tube-locked the ova. 

Some questions primate sterility and pregnancy prevention are pre- 
sented. 
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THE METABOLISM LEVULOSE: IX. THE INFLUENCE 
ENDOCRINE DYSFUNCTION TOLERANCE 


ALLAN WINTER ROWE*, MARY ALBERT PLUMMER 
AND GERTRUDE RILEY 
From the Evans Memorial, Massachusetts Memorial Hospitals 
BOSTON, MASSACHUSETTS 


series previous papers various aspects the metabolism levulose 
have been discussed, including certain general considerations (1), together 
with the influences severally hepatic dysfunction (2), levels ovarian 
activity (3), the phases the reproductive cycle (4), and variety non- 
endocrine disorders (5). All these agencies are recognized producing 
direct indirect effects the utilization carbohydrate the human 
body. 

The present paper deals with the influences various levels dysfunc- 
tion the hormone production the several endocrine glands which the 
pancreas may well regarded the prototype among the incretory regulators 
carbohydrate metabolism. The current series studies with levulose follows 
extensive group investigations, numerous reports which have already 
appeared the literature, which galactose was the test sugar. recent 
paper (6) has dealt specifically with the effects dysfunctional hormone pro- 
duction the utilization the human organism this sugar. the present 
study, galactose well levulose tolerances have been determined each 
case, the former data serving control material for the latter. 


the general programme the investigation has been discussed detail 
the earlier papers, brief review will suffice for purposes orientation. Individuals 
seemingly presenting the several conditions under investigation have 
pitalized for periods days more, during which time very complete clinical 
and laboratory study (7) has been carried out. This has served the double pur- 
pose documenting the primary diagnosis with adequate array factual ma- 
terial, and equally assuring the absence secondary conditions which them- 
selves are capable influencing carbohydrate metabolism. This latter precaution 
essential (5, 8), and without wholly misleading errors may invalidate the in- 
terpretation the results obtained (9). With the diagnostic picture established, 
the sugar testing was initiated, following modified Hofmeister (10) technique, 
using 10-gram differences for the galactose and 25-gram intervals for the better 
tolerated levulose. The basis for the selection this form testing has already 
been discussed detail (1) may suffice here note that the conventional blood 
sugar curve lacks that quantitative significance that essential the estimation 
differences degree rather than kind. The Benedict copper reagent and the 
Seliwanoff test have served identify qualitatively the presence levulosuria; 
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quantitative estimation has utilized combination the Benedict titration, the 
Folin-Wu colorimetric method after clearing the urine with Lloyd’s reagent, meas- 
urements with the precision polariscope and selective fermentation with washed 
yeast. The full details the analytical procedure are reserved for later com- 
munication. During the period study all obvious precautions, such prelimin- 
ary establishment carbohydrate equilibrium, avoidance the influence tem- 
perature change and exercise, application the test only under basal condi- 
tions the subject and the use highly purified sugars, were rigorously observed. 
Purity the sugar and avoidance sugar-containing adjuvants are especially neces- 
sary where the urine the medium testing. For additional details, reference 
made the earlier papers already cited. 


Sex Age (years) 
Subgroup 


Male Female Total High Average 
Pituitary 


Ovary 

Pancreas 

Adrenal 

Total 106 


under insulin therapy. 


Turning the immediate thesis, the first datum survey the several 
conditions represented the study group. These have been collected table 
together with certain other pertinent general information. 

Patients with overactivity the pituitary are regrettably lacking. spite 
extensive literature, the condition far from common and the usual 
case recognized without elaborate diagnostic survey, and referred 
primarily for treatment. clarify the terminology, recognizing that academi- 
cally all the cases are ‘dysfunctional,’ the use this latter term has been 
limited the present instance either those patients state functional 
transition, those whom the several glandular components the 
hypophysis are not the same functional level. The use conventional and 
serves differentiate those cases which are not purely hypofunctional, might 
mediated ablation, the opposite condition uncomplicated hormonal 
overproduction. 

The group thyroid failures with hepatic complications (II-c) has been 
included purposely demonstrate the significantly modifying influence which 
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superimposed effect may exercise. Patients with dysfunctional (transition) 
status the thyroid were absent from this series. With the ovary, only hypo- 
functional levels have been recognized, some cases resulting from castration, 
the remainder functional origin but presenting the identical objective 
picture that the surgical failures. The pancreas cases were those 
diabetics; have not been privileged include case hyperinsulinism 
this series. The adrenal cases were Addison’s disease with the diagnosis 
verified necropsy. 

Even the data discounted for the ovarian series, there female 
preponderance significant proportions. This usual finding composite 


BLoop AND URINE DATA. 


Urine Blood Sugar, mg.% 
Subgroup 
Glycosuria+(%) High Low Average 
Pituitary 
(a) dysfunction 109 
(b) hypofunction 106 
Thyroid 
(a) hyperfunction 106 
(b) hypofunction 100 
(c) +liver disorder 105 
Ovary 
(a) hypofunction 104 
Pancreas 
(a) hypofunction (tr.) 333 114 200 
(untr.) 100 233 272 
Adrenal 


endocrine groups and the present assembly but accords with the usual observa- 
tion. The sex parity the small group uncomplicated thyroid failures 
fortuitous. 

Many the individuals with pituitary involvement were children and, 
lesser measure, the same age status obtained among the thyroid failures. Seven 
the total pituitary series and case thyroid failure were unmatured fe- 
males. All the remaining women had established the catamenia; had 
passed functional climacteric, and had been castrated. The general age 
scatter was fairly broad; the group averages were consistent with the conditions 
represented them. The findings the blood and urine, germane any 
discussion carbohydrate metabolism, are collected table 

The incidence glycosuria these groups equates well with those from 
large series reported elsewhere (11). exception noted the cases 
Addison’s disease, slight glycosuria was recorded per cent our 
larger group. The diabetics are segregated into treated and untreated groups 
the effect the insulin manifest both the urine and the blood sugar 
levels. With the exception the pancreas cases, which the hyperglycaemia 
pathognomic, and the adrenal group, which the opposite condition al- 
most equally characteristic, the blood sugar levels exhibit nothing distinctive. 
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This again usual finding, and the present indications are complete 
accord with the general report. Without entering field controversy, the 
convenient formula ‘renal glycosuria’ its conventional use would scarce- 
seem sufficiently flexible embrace the several unrelated conditions 
reported here, say nothing the many other glycosurias which in- 
cretory abnormality (8) plays part. 


Turning the galactose tolerance actually determined with the individuals 
composing the study group, few words explanation are necessary define nor- 
mal standards. The average normal male responds positively test meal 


TABLE GALACTOSE TOLERANCE. 


No. Deviations 
Average 
Below Normal 
Subgroup 


Normal Normal 


Oto over 
—50 


Pituitary 
(a) dysfunction 
(b) hypofunction 


Thyroid 
(a) hyperfunction 
(b) hypofunction 
(c) +liver disorder 


III Ovary 
(a) hypofunction 


Pancreas 
(a) hypofunction? 


Adrenal 


case infectious one case cholecystitis with normal biliary production. 
case not tested. 


Under heavy insulin medication (see text). 


grams all ages; the female, the other hand, shows fluctuations, seemingly in- 
trinsic the level her sexual activity (12). The prepuberal girl responds posi- 
tively grams, demonstrates rising tolerance terminal grams, the 
normal adult level, during roughly the first year menstruation and then betrays 
downward tendency toward 30-gram level after the climacteric. This latter 
more than tendency, one-third the post-menopausal females continue un- 
changed the 40-gram level adult years. For this reason, both and grams 
are conventionally reported normal, and deviations above and below are cal- 
culated from mean value grams. While potentially this lacks something 
precision, the arithmetical expression such deviations not significantly in- 
fluenced it; with the use graded test meals, any form percentile expres- 
sion can more than rough indication the magnitude involved. With the 
fluctuating standards the female norm intrinsic her level maturity, some 
form expression must adopted results with young and old are 
equated any basis parity. Simple arithmetical manipulation will readily demon- 
strate that the potential deviations produced the post-menopausal convention are 
absorbed within the reasonable tolerance limits with which the relative values must 
interpreted. 
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With the exception single transitional case, all the patients with 
diagnosis pituitary dysfunction showed depressed, and those with hypo- 
function, augmented tolerance. has been emphasized earlier papers 
that, barring the pancreas, agent exercises profound influence car- 
bohydrate metabolism does the pituitary; the recent illuminating investiga- 
tions Houssay (13) and others support this contention uncertain way. 
Overactivity the thyroid produces marked depression; failure the gland, 
the other hand, usually determines very moderate augmenting influence. 
The cases here which exhibited depressed tolerance, recorded table 
were complicated conditions which independently lower the capacity 
for sugar utilization. The thyroid group complicated hepatic dysfunction 
gives interesting data which the end result the demonstrated galactose tol- 
erance the algebraic summation the two opposing forces. The gonad cases 
show characteristic depression—castration lowers the adult tolerance per 
cent the prepuberal level. One case diabetes gave augmented tolerance 
for galactose. The patient was woman, years old, with history earlier 
poliomyelitis with but minor residua demonstrable the time examination. 
She had passed uneventful climacteric years earlier; she had been known 
diabetic for many years and was receiving heavy insulin therapy. insulin 
test (Ulrich) lowered the blood sugar from 308 mg. mg. hours. 
The abnormal response galactose must tentatively ascribed her large 
insulin dosage. Both the adrenal cases showed depression significant pro- 
portions, was anticipated (6). 

With the levulose reports, presented table has seemed better 
give the actual levels which the patients individually responded. Normal 
standards the levulose study present lack the clarity definition that the 
thousands tests with galactose have made possible for this latter sugar. Work 
has progressed sufficiently, however, warrant the tentative establishment 
criteria. There evidence sex difference tolerance with levulose, 
was the case with galactose; normal children both sexes apparently respond 
either 100 grams the sugar, while the adult tolerance somewhat 
higher, and both 100 and 125 grams are found produce positive response 
the individual. Whether this regulated body weight remains de- 
termined. Both Crisafi (14) and Schede (15), working with young children, 
report the body weight without influence. presenting the data and for 
subsequent comparison, these two flexible standards are adopted criteria 
normal performance and the reports the children and the adults are 
separated the tabulation. Bold-faced type used indicate the categories 
classed normal under this convention. 

Waiving comparison, for the moment, with the galactose results, 
evident that over half the patients with pituitary dysfunction responded 
normally, while the remainder showed depressed tolerance. This latter tend- 
ency even more definitely indicated functional failure the gland, 
two-thirds the latter group showed depressed, patients normal levels and 
only child, had high level. With the hyperthyroid group, the trend was 
downward, although half the composing cases were normal. Those with 
uncomplicated failure ran gamut response from more than 150 
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grams; the tendency was roughly downward modest plurality. The addi- 
tion the liver influence confirms this tendency depression and the group 
whole showed lowered tolerance. 

The single ovarian subject reacting positively 150 grams was castrate, 
were more the patients within the normal range. The fraction showing 
depressed tolerance was but scant majority the series. The patient with 
high galactose tolerance, already discussed the diabetic group, not the 
one showing high levulose tolerance. This latter patient, too, was under 
insulin therapy and her response the insulin test (Ulrich) gave the char- 
acteristic sequence 285, 267, and mg. galactose test was not secured 


LEVULOSE TOLERANCE. 


Positive Test Meal (gm.) 


Subgroup 
Pituitary, 
Thyroid, 
Ovary, 
Pancreas, 
Adrenal, 


with this individual. The majority the group reflected the grave disturbance 
carbohydrate metabolism which was most typical feature their incretory 
failure. The adrenal cases showed depression significant proportions. 

Recognizing the minor uncertainty the normal standards for levulose, 
preliminary comparison the behavior the sugars still possible. 
Designating levels normal, increased, diminished, the relative response 
the composing members each group can separated into simple catego- 
ties (table 5). 

While the directional trend pituitary dysfunction the same with both 
sugars, there very wide difference the numerical response the de- 
pressing effect. The hypofunctional group intensify this difference with 
practically complete lack concordance, the galactose showing uniform aug- 
mentation tolerance limits, while two-thirds the levulose responses are 
depressed. The actual proportion cases with lowered levulose assimilation 
actually greater the hypofunctional than the dysfunctional group. From 
such data may collated from the literature, galactose behaves much more 
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like glucose than does levulose this relation. All the thyrotoxicotics had 
lowered galactose tolerance but half the series exhibited normal response 
levulose. With uncomplicated hypofunction, the discrepancies are even 
greater, result anticipated from the wide scatter the individual levu- 
lose tests already reported. The liver influence, common and roughly 
similar both sugars, tends reconcile the results with them but falls defi- 
nitely short final complete concordance. The levulose scatter the ovarian 
series certainly variance with the uniform results with galactose. Diabetes, 
with its dominant feature disturbance general carbohydrate metabolism, 
exhibits seemingly true parity response, and the cases dis- 
ease are consistent mutually with both sugars. 


Deviations (%) 
Subgroup Above Normal Normal Below Normal 
Gal. Lev. Gal. Lev. Gal. Lev. 


Pituitary 
Thyroid 
III Ovary 
Pancreas 
Adrenal 
(a) hypofunction 100 100 


There remains one other analytical approach these data, one 
somewhat more searching than the group comparison just considered. This 
derives from contrasting the response each individual the sugars, still 
using the simple standards the preceding comparison. This waives the fur- 
ther nicety the quantitative element, necessary conservatism approach 
view the uncertainties the numerical expression. 

The results this second method approach broadly confirm the con- 
clusions previously drawn regards the groups pituitary, thyroid, ovarian, 
and adrenal cases (table 6). The discrepancy the group with uncompli- 
cated thyroid failure rather more clearly indicated and the equalizing in- 
fluence the liver shown rather less complete. 

With the pancreatic cases, however, the complete agreement the earlier 
comparison has given way one which positive correlation shown 
only one-half the series. Certainly here, the other groups, agencies 
regulating the utilization sugar are not alike their effects even, pos- 
sibly, their identities. the figures the table are averaged without weight- 
ing, only per cent the series show agreement—39 per cent the 
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adrenal cases omitted—while the same comparison, but weighted for the 
numbers each subgroup, shows per cent agreement only. 


DISCUSSION 


The present collection studies does more than confirm the indications 
the other investigations already reported. review the extensive litera- 
ture levulose shows but few reports adapted purposes comparison. 
These and few other apposite reports may briefly abstracted. Friedman and 
Strouse (16) gave grams levulose lemonade and found that patients 
with thyroid failure gave levulosuria, patients with hyperthyroid- 
ism yielded positive test, and diagnosed pituitary failures were like- 
wise positive. Some uncertainty individual diagnoses expressed. 
Goetsch, Cushing, and Jacobson (17) report group primary pituitary 


TABLE 


Subgroup Agreement (%) 

(a) Pituitary, dysfunction 
(b) hypofunction 

(a) Thyroid, hyperfunction 
(b) hypofunction 

(c) +liver disorder 

(a) Pancreas, hypofunction 
(a) Adrenal, hypofunction 100 


failures with levulose tolerances ranging from 150 200 grams. Jacobson 
(18) found marked lowering levulose tolerance Eck-fistula dogs which 
was unaffected subsequent hypophysectomy, although with glucose in- 
crease tolerance was the rule. two more recent papers (19, 20), operative 
injury the pituitary reported have produced increased glucose tol- 
erance, result now generally conceded. Lowered tolerance for glucose thy- 
rotoxicosis has been recorded many. Kugelmann (21) reports the same re- 
sult with levulose the test sugar. His conclusion this single evidence that 
the syndrome exophthalmic goiter characteristically includes liver dysfunc- 
tion not entirely warranted. Artom (22), using dogs, concludes that castra- 
tion has influence levulose metabolism. number papers report 
conflicting results diabetes. Variability technique and interpretation 
probably accounts for certain the discrepancies. 

This latest chapter serves but support the conclusions drawn from the 
papers. These sugars, well glucose, are assimilable, are glycogen 
formers, and are ultimately utilized through combustion with the end result 
the formation carbon dioxide and water. Respiratory studies leave room 
for but little doubt, any, this last stadium and host animal experi- 
ments yield results that must interpreted terms glycogen formation. 
the case the sugars under consideration, this latter step involves elabo- 
rate tautomeric rearrangement the molecule, which the initial and final 
phases metabolism can take cognizance. what else happens be- 
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tween, hoped that these studies and others like them may give some in- 
formation. Independent influences mediated the pancreas and pituitary have 
been demonstrated; the galactose studies seemingly show influ- 
ence (3) which levulose does not participate; there are yet other leads, 
yet too ill-defined warrant discussion. For the moment, may said that 
while both sugars are broadly controlled the general rules which govern 
carbohydrate metabolism, each certainly the many phases its intermediate 
metabolism subject diversities even independencies mechanism 
which the other sugar participates differently, all. Further and more 
searching investigation must carried out the patent contradictions these 
and the associated studies are resolved into constructively informative 
formulation. The present data demonstrate that the evaluation the ca- 
pacity the human organism for the utilization carbohydrate, the individ- 
ual sugar used for testing plays dominant and individual which calls for 
scrupulous consideration the final interpretations. 


SUMMARY 


one series papers levulose tolerance man the authors have 
reported the renal excretion threshold for this sugar variety subjects 
presenting evidences endocrine abnormalities. Levulose highest purity 
was administered dosages 25-gram intervals. Levulose the urine was 
identified the Benedict copper reagent and the Seliwanoff test. Quantitative 
estimations were made combination Benedict titration and Folin-Wu 
colorimetry. Modifying influences were rigorously controlled. The initial 
blood sugar level and incidence spontaneous glycosuria well the 
galactose threshold were also determined. 

The agreement deviations galactose and levulose tolerance ranged 
from per cent pituitary hypofunction 100 per cent adrenal hypo- 
function. 
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THE SPONTANEOUS ACTIVITY ADRENALECTOMIZED 
RATS TREATED WITH REPLACEMENT AND 
OTHER THERAPY 


CURT RICHTER 
Psychobiological Laboratory, Henry Phipps Psychiatric Clinic, 
Johns Hopkins Hospital 
BALTIMORE, MARYLAND 


Survival and chronic hypoactivity have been reported follow removal 
the adrenal glands rats (1, 2). becomes interest know whether 
this hypoactivity can overcome any the known forms replacement 
therapy, implantation adrenal tissue, injection and feeding adrenal ex- 
tracts, feeding excessively large quantities salt. 

The following experiments, started 1925, were undertaken with the 
hope answering these questions. Since that time has been reported that 
rats not survive adrenalectomy when the glands are completely removed 
means new operative technique (3, 4). Due these conflicting reports, 
was necessary the outset repeat our original experiments the effects 
produced activity adrenalectomy alone. Data obtained this way served 
basis for the study the effects produced different forms replace- 
ment therapy, and order give the effects produced activity proper 
orientation, simultaneous records were made body-weight, food- and water- 
intake and survival. 

METHODS 


Activity was recorded means revolving drums with cyclometers, described 
previous paper. Daily readings were made the running activity and the food 
and water-intake, and weekly readings were made the body-weight. The rats 
were placed cages the average age days and were not operated upon 
until fairly high and constant level activity had been reached. 

Adrenalectomy, using the technique Pencharz, Olmsted and Giragossintz (3) 
was preformed first stages and later stage. Under ether anaesthesia 
incision inch was made parallel and just below the last rib. The exposed 
adrenal gland was freed from the body wall, then from the kidney stripping away 
part the perirenal fascia. The only remaining connection, the pedicle the hilus, 
containing vessels, nerves and connective tissue, was clamped off about inch from 
the gland with curved clamp. This bundle was then severed with scalpel along 
the distal curved surface the clamp and the instrument was left place for 
several minutes order allow ample time for the blood clot. All bleeding was 
stopped before the incision was closed. 

autopsy each animal was searched for regenerated adrenal tissue accessory 
bodies and all suspected nodules were removed and sectioned. 

Twenty-six animals, adrenalectomized and not treated, served control for 
animals which received some form therapy. The animals were all the same 
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strain, received the same food and were subjected the same operative technique. 
Treatment the experimental rats was started soon the adrenals were removed. 
Twenty-seven received implants adrenal tissue; received injections 
extracts; were fed cortical extract; were given excessive doses salt; were 
fed ephedrine and glycine; were injected with epinephrine; and were injected 
with growth hormone. 


RESULTS 
Effect adrenalectomy spontaneous activity 
The activity curves produced adrenalectomy the rats the control 
group were the two types shown figure will noted that 
adrenalectomy caused immediate drop activity from level near 10,000 
revolutions per day 400 and almost steady decrease from then until 


Graph showing the effect adrenalectomy activity, food-intake and body-weight. 

with symptoms acute insufficiency. Animal with symptoms chronic insufficiency. 
the time death days later. Body weight and food intake were markedly 
reduced, was also water intake (not indicated the chart). the 
activity was decreased adrenalectomy level near 600 revolutions per 
day which level remained fairly constantly until days later when the 
animal was killed. The body weight remained practically unchanged except for 
slight increase near the end the experiment. The food intake showed 
decrease from average grams per day level near grams 
which was maintained with minor fluctuations the time the animal 
was killed. Water intake was entirely unaffected. 

The animals showing the first type curve died after average 
interval days. Their average decrease activity was per cent; body 
weight, 18; food intake, 69; and water intake, per cent. Thus, these 
animals all showed symptoms acute adrenal insufficiency. 

the animals showing the second type curve, died after 
average interval days and were killed after having given all indica- 
tions living for long time. The average decrease activity during the 
first days after operation was also very marked, per cent. However, body 
weight showed average decrease only per cent, the animals actually 
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having shown increase rather than decrease; food-intake decreased 
per cent; and water-intake per cent, animals having shown 
Thus, these animals showed the symptoms chronic adrenal insufficiency. 


The great increase mortality over that found our previous experiments 
may accounted for large part the changes operative technique. With the 
old method the gland was simply removed through slit made its capsule and 
the small nests cells unavoidably left behind regenerated into fair sized nodules. 
With the new method, however, regeneration adrenal tissue was completely 
eliminated removal the surrounding fat, connective tissue and good part 
the pedicle along with the gland. 

The fact that all the animals did not die would anticipated the basis 
reports workers using the new operative technique, can explained terms 
the salt content the diet. has already been shown, agreement with the 
results Rubin and Krick (5) and Gaunt, Tobin and Gaunt (6), that there 
close relationship between the salt content the diet and mortality (7). group 
animals adrenalectomized and placed saltless diet the mortality was 100 
per cent, while for the group animals included again the present paper and 
kept McCollum diet (containing approximately 0.145 gram sodium chloride 
per day) was per cent. For group rats given per cent sodium chloride 
solution addition the salt the diet, the mortality was per cent, and for 
animals per cent solution with salt the diet the mortality was per cent. 
Furthermore, very definite evidence the importance salt ingestion for survival 
furnished the fact that rats given choice salt solution and water took 
sufficient quantity salt keep themselves alive, some instances times their 
normal consumption. seems very likely, therefore, that the wide discrepancies 
the mortality rate reported various workers [Firor and Grollman (4) per cent; 
Agate and Zwemer (8) less than per cent} may explained part differ- 
ences salt content the diet. Inasmuch autopsy accessory bodies were 
found only animals the that survived, would seem very likely that 
adrenalectomized rats are able survive indefinitely without accessory bodies, pro- 
vided they are given sufficient salt. There will course considerable individual 
variation the minimum amount salt required. The possibility relationship 
between salt intake and spontaneous activity was investigated the present 
experiments. 


summary, then, adrenalectomy caused all the animals become 
inactive. becomes interest now know whether normal activity can 
restored again any the known forms therapy. 


Effect therapy the spontaneous activity adrenalectomized rats 


Adrenal implants. The replacement experiments were started with study 
the effects produced implants fresh whole adrenal glands the 
ovaries. The implantation, essentially according the technique described 
Pencharz and Olmsted (9) and Pencharz, Olmsted and Giragossintz (3), 
was made the same time that the adrenalectomy was performed. The tech- 
nique very simple the rat inasmuch the adrenals and the ovaries can 
exposed with one incision. When the adrenal implants were not taken from 
the same animal they were obtained from animals varying from 
days age. 
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The with the graft was removed about days after adrenalectomy 
all animals showing any increase activity beyond the flat low level 
untreated animals; and subsequent typical decrease activity with the ap- 
pearance other symptoms insufficiency was regarded proof that the 
had taken. this basis, the animals were definite activity 
‘takes’; were doubtful ‘takes’; temporary ‘takes’; and definite ‘non-takes.’ 

typical record one the activity ‘takes’ presented figure 
the same time that the adrenals were removed, one adrenal was implanted 
into the right ovary. will seen that immediately after removal the activity 


removed 
implanted 
Fig. Graph showing effect replacement therapy with adrenal implants the ovaries. 


Record animal with successful implant. Record animal with ‘doubtful take.’ Animal 
was killed the end the experiment. 


decreased but less markedly than the controls, then began increase, prac- 
tically reaching its preoperative level days later. the 24th day removal 
the ovary containing the graft caused second decrease activity, the ap- 
pearance symptoms insufficiency, and finally death the 39th day. 

Eight the animals died after removal the grafts; became totally 
inactive but showed all signs living indefinitely. regenerated adrenal 
tissue was found any the animals. 

particular interest the fact that the ‘takes,’ body weight 
did not decrease even remain constant, but showed actual increase beyond 
the normal growth rate, some instances striking magnitude, and despite 
the fact that all the animals showed large decrease food intake (with 
average per cent). 
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Three animals showed definite increase activity after adrenalectomy 
and implantation but failed show the decrease after the removal the 
These animals were listed ‘doubtful takes.’ the record figure 
activity showed only comparatively small decrease after adrenalectomy but 
increase rather than decrease after graft removal. All these animals had 
well formed accessory bodies. 

The ‘temporary takes’ were more active than the untreated animals for 
about days after adrenalectomy, then suddenly became almost totally in- 
active. 


Treatment with Cortical Extract 


Activity 
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TAdrenalectomy 


extract food 
Fig. Graph showing the effect feeding 


cortical extract (Grollman, Firor and Grollman). 
The average daily dose was 0.78 gram per day. 


Nine animals were definite activity ‘non-takes.’ Their records were un- 
affected the implantation that they were very similar those found 
the untreated controls. Eight the animals died after average interval 
days while the remaining animal was killed after days. 

agreement with the findings previous workers (3, 10, 11, 12) histo- 
logical study the grafts showed the presence cortical cells but 
medullary cells. Cortical cells looked fairly normal most the animals but 
showed enough variation make impossible correlate their condition and 
the degree activity replacement, and was impossible assign the cells 
any definite cortical layer. 

Ingle and Harris (13) have recently reported the results study made 
adrenal implants with view settling the question whether the ac- 
tivity depends the cortex the medulla. They reported that all 
implants ovaries were successful and maintained activity its normal level. 
Inasmuch only cortical tissue was found the grafts, they also concluded 
that activity dependent the secretions from the cortex. 
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may mentioned that good activity ‘takes’ were obtained im- 
plantation the testes despite the fact that the testes became almost completely 
atrophied, and good ‘take’ was obtained implantation the pituitary 

land. 

Feeding cortical extracts. became interest determine next whether 
the inactive adrenalectomized rats could made normally active again 
feeding cortical extracts. Seventeen animals were fed the charcoal extract 
Grollman, Firor and Grollman. Merck and Company kindly supplied 
liberal amount this extract for experimental purposes. the basis the 
assay the material which received, 0.35 0.50 gram per day was calcu- 
lated give full replacement adrenalectomized rats. This represented 
120 fresh pig adrenal glands per day. 

The extract was mixed with the McCollum food. Its administration was 
complicated the great decrease the food-intake adrenalectomized rats 
immediately after operation. our early experiments the proportion 
extract the food was calculated the basis the food consumed the 
10-day period before adrenalectomy. was apparent, however, that this 
basis, due the greatly reduced intake, the animals actually received much less 
than the stipulated amount per day, that the later experiments the pro- 
portion extract the food was calculated with due allowance for 
per cent decrease food-intake for the first days following adrenalectomy. 
And for the rest the experimental period the proportions were calculated 
from day day the basis the food-intake the preceding day. this 
way was certain that the animals received the required amount extract 
per day for every day following adrenalectomy. Due these difficulties, 
however, the actual amount the extract received per day the different 
animals varied from 0.10 gram 0.78 gram with average 0.35 gram 
for the group. 

Four animals that received the extract showed definite increase 
activity. record one these animals presented figure Daily 
administration the extract was begun immediately after the operation, 
amount which averaged 0.78 gram for the 10-day period following adrenal- 
ectomy. will seen that the activity decreased after the operation usual 
but not markedly the untreated animals, and then increased fairly 
rapidly reaching high level again after days. When there were all indica- 
tions that would continue increase the administration the extract was 
discontinued. Activity promptly and rapidly decreased after the discontinuance 
the extract and days later reached low level about 1,200 revolutions 
which was maintained until the animal was killed. The remaining animals 
were unaffected the extract. 

may added that injections Eschatin animals, 1.0 cc. per day), 
Britton’s extract animals, 3.0 cc. and 5.0 cc. per day), and Grollman’s 
extract animal, 1.0 cc. per day) had effect activity although they 
did decrease the mortality and helped maintain normal growth curves. 

Effect feeding abnormally large quantities salt. Inasmuch the 
survival adrenalectomized rats seems depend the amount salt con- 
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tained the diet became interest determine whether activity could 
restored normal administration large quantities salt. 

Activity records taken the groups animals mentioned above re- 
ceiving different amounts salt indicated the existence correlation be- 
tween activity and salt intake. the animals saltless diet there was 
immediate decrease total inactivity and death (see fig. A). The 
animals the McCollum diet either became totally inactive and died, main- 
tained chronically low running curve. The animals receiving the per 


Adrenalg 


Graph showing the effect salt body-weight and food-intake. 
Anima which received salt Animal ich received per cent salt drinking water 
addition salt contained McCollum diet 0.14 gram per day). Animal which 
received McCollum diet containing per cent instead per cent salt. 


cent salt solution addition the salt the McCollum diet showed slight 
but definite increase activity and their body-weight and consumption 
food. will seen figure that removal the salt days after 
adrenalectomy was followed within days sharp decrease activity, 
the appearance symptoms acute insufficiency and death. Three the 
animals per cent salt solution showed even larger increase activity. 
seemed likely, then, that still greater increase could obtained increas- 
ing the salt content the diet even more. group animals the salt 
content the McCollum diet was increased from per cent salt per cent 
immediately after adrenalectomy. the typical record figure will 
seen that the level reached during the first days after adrenalectomy 
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was definitely higher than that untreated animals and practically high 
that attained animals which were treated with cortical extracts mouth. 
Body-weight and foot-intake were essentially normal. However, during the 
second 10-day period symptoms acute insufficiency set and were followed 
death the 24th day. The reason for this sudden decrease activity and 
the animal’s death are not clear the present time. The fact remains that 
increased ingestion salt did produce definite increase activity beyond 
the level untreated animals. 

possible that even greater and more sustained increase activity 
could obtained administration larger amounts salt or, has been 
pointed out before, mixture salts other than sodium chloride. 

Effect injection growth hormone and epinephrine, and feeding 
ephedrine and glycine. Finally, experiments were carried out with number 
different substances which was thought might possibly have some effect 
the activity adrenalectomized rats. 

Growth hormone (E. Squibb Son) injected daily doses 1.0 cc. 
was found without effect activity, body-weight food-intake, and 
the animals died after average interval days. 

Epinephrine (Lederle Laboratories) was injected daily into adrenalec- 
tomized animals doses 0.05 cc. per day and showed effect activity, 
body-weight, food-intake survival. Nice, Greenberg and Greenberg (14) 
found that injections epinephrine chloride had effect activity 
adrenalectomized rats. 

Ephderine-sulphate given the food doses varying from 0.3 4.8 mg. 
per day produced changes activity, survival food-intake but did show 
definite effect body-weight. one animal body-weight rose from 275 
the day operation 314 grams days later, increase 
per cent. After discontinuance the ephedrine sulphate the body-weight 
decreased its original low level. 

Both ephedrine sulphate and ephedrine were given combination with 
increased doses salt with particular effect. 


DISCUSSION 


The results these experiments demonstrate clearly the great dependence 
spontaneous activity the secretions from the adrenal gland. The decrease 
activity produced adrenalectomy not only great (90 per cent per 
cent) but prompt and permanent, and the last the test functions 
become normal again after application different forms therapy. Activity 
obviously dependent upon adrenal secretion much greater degree than 
survival, body-weight food-intake. 

The decrease activity produced adrenalectomy can explained 
great extent the greatly decreased muscular endurance reported pres- 
ent. Gans and Miley (15) found that work performed striped muscles 
adrenalectomized animals before complete fatigue set was only 1/16 
that the controls. Similar observations have been made Hales, Haselrud 
and Ingle (16). possible, course, that part the decrease activity 
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may produced changes tone the smooth muscles the body. 

view the fact that animals may survive adrenalectomy, show normal 
body-weight and food-intake curves but still remain the conclusion 
may drawn that activity controlled some substance other than that 
which regulates body-weight and survival. The observation that adrenal 
implants contained only cortical tissue and that increase activity was 
achieved the feeding cortical extracts alone, indicates that this activity- 
stimulating substance must contained largely the cortex. may ultimately 
found, however, that full replacement activity immediately after 
adrenalectomy can achieved only the addition some medullary extract. 

becomes increasingly obvious that the effects adrenalectomy well 
replacement therapy must considered terms the changes salt 
intake output. keeping with the views expressed Marine and Baumann 
(17), Harrop and his co-workers (18) and Loeb, Atchley and Stahl (19), 
the great change salt metabolism produced the removal the adrenals 
can corrected the implantation adrenal tissue, feeding cortical 
extract which will prevent salt loss supplying abnormally large quantities 
salt. would follow, then, that the greatest success replacement therapy 
would obtained the combination these two methods. This has already 
been found successful the treatment patients Harrop (20) and 
Kendall (21). Our results would indicate that replacement therapy with 
implants extracts would little effect animals saltless greatly 
reduced salt diet. 

SUMMARY 


study was made rats the effect produced adrenalectomy 
spontaneous activity, body-weight, food-intake and water-intake. 
Sixteen animals died, survived, giving survival rate per cent. 

Activity showed immediate decrease approximately per cent 
all the animals. the activity continued decrease level almost 
total inactivity shortly before death. All these animals died. the 
activity continued this new low level. Ten these animals survived and 
died. 

Implants were made the ovaries animals; were activity ‘takes,’ 
were ‘doubtful takes,’ ‘temporary takes,’ and ‘non-takes.’ Proof the 
effectiveness the grafts was demonstrated the appearance symptoms 
acute insufficiency and marked decrease activity their removal. 

The activity levels attained the animals with implant ‘takes’ were much 
higher than those untreated adrenalectomized animals, and some 
instances high those normals. 

One the most characteristic effects the ‘takes’ was marked increase 
body weight which took place almost immediately after the implants were 
made. 

Grollman’s charcoal adsorbate extract, given the food doses varying 
from 0.10 0.78 gram per day, produced increase activity practically 
the preoperative level animals. The remaining animals were 
unaffected. 
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Injections cortical extracts had effect activity animals. 
Increasing the amounts salt the diet produced definite though 


partial return activity and full restoration the body-weight and food- 
intake. contrast the implants and the feeding cortical extract the 


replacement effect salt was evident once rather than after several weeks 
delay. 


the adrenal glands and that the first show effects adrenalectomy 
and the last show full recovery after replacement therapy. 


was shown that activity dependent very great extent secretions 


All the results adrenalectomy and replacement therapy must 


considered terms salt intake and salt loss. Inasmuch these are regu- 


lated adrenal secretions, replacement may achieved either preventing 
salt loss, through implantation adrenal glands feeding cortical extracts, 
increasing the salt intake. 


Activity apparently dependent secretions the cortex. There 


evidence yet indicate that the medullary secretion plays any part the 
control activity. 


Evidence thus presented suggests the existence the adrenal secretion 


substances, one which keeps the animals alive, the other which keeps them 
normally active. clear that none the therapeutic methods available 


the present time produce full replacement, for, although they maintain life 
and normal health, they not consistently maintain normal activity. 
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FUNDAMENTAL FACTORS THE INTERPRETATION 
STIMULI INFLUENCING ENDOCRINE GLANDS 


SELYE AND COLLIP 
From the Department Biochemistry, McGill University 
MONTREAL 


During the past few years, numerous observations have been made show- 
ing that great variety stimuli may influence the function endocrine 
glands. These stimuli may come either from the environment (temperature 
changes, malnutrition, impulses stimualting sensory nerve endings, etc.) 
they may within the organism itself (hormones, hormone deficien- 
cies, endogenous metabolic disturbances, etc.). the following communica- 
tion should like discuss few experiments which feel are funda- 
mental importance for the interpretation the action such stimuli. The 
experiments performed connection with these problems are intended only 
illustrate some instances which such considerations are importance. 
feel, however, that the reflections which led perform these experi- 
ments should also applied numerous other instances which endo- 
genous exogenous stimuli act endocrine tissue. 


well known that great variety hormonal, nervous and nutritional in- 
fluences have definite effect upon tissues under pituitary control, such the ovary, 
the thyroid, the adrenal and the mammary gland, and upon general body growth. 
certain stimulus—such the effect oestrin the adrenal cortex the 
ovary—is active only the presence the pituitary and not its absence, one 
readily comes the conclusion that the adrenotropic and gonadotropic action 
due stimulation the pituitary, leading increased production 
adrenotropic and gonadotropic hormones. If, this same experiment, see that 
oestrin causes marked development the mammary gland the intact animal but 
not the hypophysectomized one, conclude that oestrin acts stimulating the 
pituitary produce substance which turn (either directly via the ovary) 
stimulates the mammary gland. 

Or, take example exogenous stimulus acting endocrine tissue, let 
consider the effects malnutrition. know that various types quantitatively 
qualitatively deficient diets will cause permanent dioestrus, cessation growth, 
thymus involution, and adrenal hypertrophy. remains seen whether these 
effects malnutrition are due direct action the nutritional deficiency 
these various endocrines and general body growth whether they act chang- 
ing the hormone output the hypophysis. 

The fact that certain stimulus active the presence but inactive the ab- 
sence the pituitary does not necessarily prove that acts way stimulating the 
output certain pituitary principle. equally possible that stimuli usually in- 
fluencing pituitary-controlled tissue are inactive after hypophysectomy only because 
the atrophy the tissue which they should act. Thus, for instance, oestrin 
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may unable act the atrophic gonad and adrenal cortex hypophysec- 
tomized animal simply because the atrophic tissue longer able respond. 
Similar considerations may extended the action any stimulus affecting 
endocrine-controlled tissue. Such stimuli may induce the endocrine produce more 
hormone, they may act directly upon the tissue, but only this tissue main- 
tained responsive condition the simultaneous hormonal stimulus received 
from the endocrine question. 

The accompanying graph illustrates these possibilities connection with the 
effect stimuli acting pituitary-controlled tissue. The solid lines show one 
possible way which stimulus may act pituitary-controlled tissue and the 
broken lines show the other possibility. see that there are two possible reasons 
why stimulus may act only the presence the pituitary. One that the 


GONAD 


STIMULUS ACTING 
ONA PITUITARY- 


GLAND 


stimulus question has direct effect whatsoever the gonad, but induces the 
pituitary produce more gonadotropic hormone; the other that the stimulus acts 
directly the gonad itself, but only this organ maintained responsive 
condition the constant hormonal impulses which receives from the hypophysis. 
obvious that similar considerations will also have applied stimuli acting 
tissue under the control endocrines other than the pituitary. 


Let consider now few experiments which performed illustrate 
some applications these theoretical considerations. Previous experiments 
have shown (1) that large doses oestrin cause marked hypertrophy and 
hyperplasia the adrenal cortex and considerable enlargement the corpora 
lutea. the same time the mammary gland develops degree which 
otherwise seen only late pregnancy. the same doses oestrin admin- 
istered hypophysectomized animals, effect seen the adrenal, the 
the ovary. order establish which these effects oestrin 
due direct action and which pituitary stimulation performed the 
following experiments. 

Two groups, each consisting adult hypophysectomized rats, were in- 
jected intraperitoneally twice daily, starting immediately after hypophysec- 
tomy, with cc. crude alkaline sheep anterior pituitary extract. Since 
the experiments Collip and Williamson (2) had shown that the gonado- 
tropic action pituitary extracts not marked after intraperitoneal ad- 
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ministration after subcutaneous injection, administered our extracts (the 
gonadotropic activity which was much stronger than its other effects) in- 
traperitoneally, obtain more uniform effect all the endocrines. 
Previous experiments had shown that this dose our extract, administered 
intraperitoneally, sufficient maintain the adrenals and gonads the 
hypophysectomized rat approximately normal condition, and cause slight 
mammary gland development. The receptive organs were therefore con- 
dition which they should responsive the action oestrin this action 
was direct one. addition the pituitary extract, one these groups 
rats received 200 oestrone aqueous solution divided into doses 
daily subcutaneously. After days treatment both groups were killed. The 
weights the adrenals the group receiving the pituitary extract varied only 
from mg. (average mg.) and the ovaries from mg. 
(average mg.). the group receiving the same amount pituitary ex- 
tract, together with oestrin, the weights were: for the adrenals mg. 
(average mg.) and for the ovaries 109 mg. (average mg.). The 
mammary glands showed only slight degree development which was not 
more marked the group receiving oestrin addition the pituitary ex- 
tract. 

Simultaneously with these hypophysectomized rats, series normal 
rats was treated with the same amount pituitary extract for the same length 
time. autopsy the adrenals weighed mg. (average mg.) and 
the ovaries 105 mg. (average mg.). Another group normal con- 
trols, injected with both pituitary extract and oestrone the same manner 
the corresponding group hypophysectomized animals had adrenal weights 
130 mg. (average 100 mg.) and ovarian weights 230 mg. 
(average 155 mg.). The mammary glands were very well developed the 
group treated with pituitary extract and oestrone, while the group treated with 
pituitary extract alone showed only very slight mammary development. 
similar synergistic effect between oestrone and the hypophyseal extract the 
was also obtained control experiment which smaller doses the 
hypophyseal extract were administered subcutaneously with and without 
oestrone. 

From these experiments may conclude that the adrenotropic action 
oestrin not direct one, for there appreciable difference between the 
weight the adrenals hypophysectomized rats, whether treated with 
oestrin not, even the adrenals are maintained good condition the 
simultaneous administration pituitary extract. Similarly, the action the 
mammary gland cannot considered direct effect oestrone, since this 
hormone does not enhance the effect hypophyseal extract the mammary 
gland the hypophysectomized rat. The same experiment shows that the 
ovarian effect must considered due, least partly, direct action 
the ovary, for the ovaries hypophysectomized rats treated with pituitary 
extract and oestrone are considerably larger than those hypophysectomized 
animals treated with pituitary extract only. interesting note that the 
formation large corpora lutea characteristic oestrin action has 
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also been evident these hypophysectomized animals. The weights their 
ovaries, however, are not quite high those their intact controls, which 
could easily explained the fact that these latter were under the combined 
effect the pituitary extract given and the pituitary hormone secreted their 
own pituitary. (We should mention incidentally that their pituitaries were 
greatly enlarged—up mg.). 

Attention should called the fact that only slight degree mam- 
maty gland development was seen even those hypophysectomized animals 
which the ovary was large larger after the combined administration 
pituitary extract and oestrone their intact controls. This shows that the 
effect oestrin the mammary gland certainly indirect one due 
pituitary stimulation and not direct action the mammary gland, even 
the ovary. This observation gives further support the view expressed 
our previous publications (4,5) that ovarian hormones act the mammary 
gland indirectly way their pituitary-stimulating effect. 

endocrine, chose study the effect drug the adrenal cortex. Pre- 
vious experiments (6,7) have shown that administration sublethal doses 
various drugs exposure various damaging stimuli (surgical shock, 
cold, spinal shock, etc.) lead the appearance characteristic syndrome 
which have called ‘the alarm Among other characteristic symp- 
toms, such water retention, thymus and lymph gland atrophy, and the 
appearance gastric and intestinal ulcers, marked hypertrophy the 
adrenal cortex outstanding feature this reaction. connection with 
our present problem, treated adult hypophysectomized rats with the 
above-mentioned pituitary extract the same way the previous series. 
During the last days treatment—that is, from the 6th the 10th days 
the experiment—the animals received 0.25 cc. per cent formaldehyde 
bi-daily, subcutaneously. Such treatment with formaldehyde, shown the 
experiments mentioned above, produces typical alarm reaction with marked 
hypertrophy the adrenals normal rats. the present series, however, 
such hypertrophy was found although the adrenal was maintained 
good condition the simultaneous administration the anterior pituitary 
extract. The adrenal weights varied between and mg. (average 
mg.), that their average weight even slightly below that the hypo- 
physectomized animals treated with the pituitary extract but not with formal- 
dehyde. the latter, the average adrenal weight (as mentioned connec- 
tion with the oestrin experiments) was mg. This experiment shows that 
the adrenal-enlarging effect drug such formaldehyde not direct 
one but must attributed its pituitary-stimulating action. 

The next series experiments was planned study the effect mal- 
nutrition the ovaries and the oestrous cycle. has been found that diet 
containing per cent more white beans causes permanent dioestrus 
the mouse (8). extended these observations the rat. diet con- 
sisting per cent ground white beans and per cent the commercial 
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rat food known Purina, invariably causes permanent dioestrus soon after 
the rats have been put the diet. Six rats were placed such diet 
days before they were used for this experiment. this time they all showed 
permanently dioestrous vaginal smears. They were then treated daily with 
R.U. the anterior pituitary-like principle pregnancy urine for days. 
Similar treatment was also given normally cyclic control rats kept 
normal diet. 

autopsy the 8th day the ovaries varied the malnutrition series 
between and 119 mg. (average 110 mg.). the series kept the normal 
diet the ovarian weights varied between and 136 mg. (average 117 mg.). 
series controls kept the bean diet but otherwise untreated had 
ovaries varying between and mg. (average mg.). This experiment 
shows that ovarian atrophy conditions malnutrition not due damage 
the ovarian tissue itself. Even though the ovaries become very atrophic 
under these conditions, they remain fully responsive gonadotropic stimuli. 
The same experiment shows, furthermore, that the nutritional atrophy the 
ovaty not the result direct damage the pituitary, because know 
from previous experiments that the gonadotropic principle 
pregnancy urine leads only thecal luteinization but not granulosa matura- 
tion the formation true corpora lutea the pituitary removed ir- 
responsive. the present series, however, the pregnancy urine principle led 
the formation normal corpora lutea; this shows that the pituitaries 
these animals receiving the deficient diet were able respond with the pro- 
duction increased amount maturity hormone some complementary 
substance such needed for the pregnancy urine principle exert its full 
effect the ovary. 

seems, therefore, that the dioestrus observed animals fed deficient 
diet simply due shift the hormone output the otherwise un- 
damaged pituitary tissue. Under conditions malnutrition the pituitary 
secretes less the gonadotropic principle but remains fully responsive 
such stimuli the anterior pituitary-like principle pregnancy urine. The 
fact that such shift the hormone production the pituitary may occur 
has already been pointed out connection with the alarm reaction (7). 
the chronic stage this reaction, whatever stimulus produces it, there evi- 
dence decreased production gonadotropic and growth hormones (and, 
lactating rats, prolactin) favour the elaboration adrenotropic 
and thyrotropic principles, which apparently are more urgently needed under 
such conditions emergency. 

The findings reported this communication make very desirable that 
further experimental work should done from the point view outlined 
the introduction this paper. certain stimulus acts tissue the 
presence certain endocrine gland but not its absence, one should always 
study the effect this stimulus animals from which the endocrine ques- 
tion has been removed but which are treated with the hormones that gland 
doses sufficient maintain the tissue responsive condition. 
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SUMMARY 


Large doses oestrone caused hypertrophy the adrenal cortex and 
the corpora lutea, and full development the mammary gland normal 
animals, while none these effects were obtained after the pituitary had been 
removed. hypophysectomized rats, the endocrines which were prevented 
from atrophying the administration anterior pituitary extracts, such 
dosages oestrone remained without effect the adrenal cortex the 
mammary gland, but did cause definite enlargement the ovaries com- 
pared with those the hypophysectomized rats treated with the same pituitary 
extract but without oestrone. conclude that oestrone, besides its pituitary- 
stimulating action, has direct effect the ovary, possibly the nature 
synergist, while has direct effect upon the adrenal the mammary gland. 

Formaldehyde, which caused marked adrenal hypertrophy the normal 
but not the hypophysectomized animal, remained without effect even 
the adrenal cortex was prevented from undergoing atrophy the admin- 
istration pituitary extract. The effect such drug the adrenal appears 
indirect one, due pituitary stimulation. 

The ovarian atrophy observed rats kept deficient diet did not 
make the ovary irresponsive the action gonadotropic stimuli. The ad- 
ministration pregnancy urine preparation led marked corpus luteum 
formation the atrophic ovary rats fed deficient diet did the 
normal. Since the pregnancy urine principle itself causes only thecal luteini- 
zation, the above experiments show that both the ovary and the pituitary re- 
main fully responsive the condition malnutrition. The ovarian atrophy 
observed under these conditions has attributed, therefore, decrease 
the elaboration the maturity hormone. 
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THE RELATION THE BASOPHILIC CELLS THE 
HUMAN HYPOPHYSIS BLOOD 


RASMUSSEN 
The Medical Minnesota 
MINNEAPOLIS, MINNESOTA 


Attempts have been made recent years some relationship be- 
tween the basophilic cells the human hypophysis and various normal and 
abnormal conditions. Kraus and Taube (1), particular, have made long 
list such relations. these, degranulation and diminution the number 
basophils Addison’s disease, noted Kraus (2) have been corroborated 
actual cell count Crooke and Russell (3) and Hawking (4). Vacuola- 
tion these cells following castration well known. Biggart (5) reports 
tendency the same direction post-climacterics. increased tendency 
towards basophilic invasion the nervous lobe with age has generally been 
recognized. 

the remaining relations, increase the basophilic cells persistently 
high blood pressure stands out most conspicuously the recent literature. 
Cushing (6) has emphasized particularly, this connection, the infiltration 
basophilic cells into the nervous lobe. Such invasion, suggests, may repre- 
sent hyperactivation the neuro-hypophysis and the pathological basis 
eclampsia and other hypertensive states. (7) found this invasion 
half the cases without hypertension and per cent the cases 
with hypertension, yet recognized that considerable basophilic invasion may 
exist without hypertension and that there may invasion the presence 
hypertension. the positive side the ledger also case baso- 
philic adenoma the hypophysis, reported Close (8), which the only 
symptom pituitary basophilism was high blood pressure. 

connection with eclampsia, many older observations are not harmony 
with the above, well shown Spark’s review (9). Berblinger (10), 
while considering well established that there connection between 
increase the basophilic cells the anterior lobe and persistently high blood 
pressure, does not place much importance the invasion the nervous lobe 
basophilic cells and lists cases eclampsia none whom was there 
much this invasion. Some contained basophilic cells the posterior lobe. 
Biggart (5), who took the precaution make serial sections, had cases 
eclampsia, with blood pressures from 175 230 mm. and not one them 
had unusual amount this basophilic infiltration. cases essential 
hypertension, excessive invasion basophils was found only con- 
cluded that this phenomena does not seem more frequent cases 


before the Meeting The Association for the Study Internal Secretions, 
Kansas City, Missouri, May 12, 1936. 


673 


7 


674 RASMUSSEN Volume 


hypertension, eclampsia, marked arteriosclerosis than control glands 
similar age. 

Such indirect evidence radiation the hypophysis with lasting reduc- 
tion blood pressure, reported Drouet (11) patients, can hardly 
link blood pressure with the basophilic cells specifically, and entirely an- 
nulled the experience others, such Baird, Lingley, and Palmer (12) 
who found favorable effects from x-ray treatment the hypophyseal region 
any their patients with severe hypertension. Kylin (13) may going 
more logically attempting separate from cases essential hyperten- 
sion those that have additional symptoms suggestive pituitary basophilism; 
but more critical data becomes available, the indications are stronger and 
stronger that false clue being followed. 


ARE THERE TWO TYPES BASOPHILS THE HUMAN HYPOPHYSIS 


From the foregoing evident that some stress particularly the impor- 
tance the basophilic cells that extend into the nervous lobe and others the 
basophils the anterior lobe. This raises the question the similarity 
the basophilic cells the two locations. general structure and staining re- 
action they are essentially alike. Those the posterior lobe not, rule, 
attain the size nor degree vacuolation seen the antezior lobe. long list 
authors have recognized the great similarity tinctorial reaction. recent 
paper MacCallum, Futcher, Duff and Ellsworth (14) exception. Their 
method has been checked with conclusions which are quite contrary theirs, 
will shown another publication.? With some techniques slight differ- 
ence the tone the color reaction can noted. Those the posterior lobe 
stain more uniformly, except the region where they are differentiating from 
the indifferent calls the intermediate lobe. radical differences have been 
established, however. 

regard the origin the basophilic cells encountered the nervous 
lobe, there are two opinions. While some think they have merely migrated 
from the anterior lobe, the predominating view that they are derived from 
pars intermedia (6). All stages between the ordinary poorly-staining cells 
pars intermedia and these strongly basophilic cells can seen most human 
hypophyses where such cells are present, both children and adults, re- 
ported the writer earlier (15, 16). more recent study over hundred 
glands Roussy and Mosinger (17) strictly accord with this view, which 
here reaffirmed after studying approximately 300 glands serial section 
with differential stains. 

Another line evidence derived from observations the behavior 
cells under varied physiological and pathological conditions. Thus Dayton 
(18) reasoned that the basophils the posterior lobe were the same those 
the anterior lobe because they react alike under various circumstances. 
certain conditions, will indicated later, those the posterior lobe may not 
undergo changes readily the same degree those the anterior lobe. 

the whole appears that the cells the intermediate lobe are poten- 
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tially chromophilic cells the basophilic type which for some reason not 
differentiate fully, tardily and then only man and slight degree 
few monkeys (Sods, 19; Plaut, 20). account their origin, have, 
all our quantitative studies the human hypophysis, considered the baso- 
philic cells the nervous lobe actual part the intermediate lobe. 
pars intermedia, which exceedingly small many adults (as little 
fraction milligram) (21, 22), any consequence, far size con- 
cerned, recorded our normal tables, because these basophilic cells. 
They may occasionally occupy large fraction the posterior lobe perfectly 
healthy individuals. that our figures the volume pars intermedia are 
general way indicative the amount basophilic infiltration into the 
nervous lobe. 


SIGNIFICANCE BASOPHILIC INVASION THE NERVOUS LOBE 


Many investigators have noticed that basophilic cells the posterior lobe 
tend more numerous the aged. The literature well reviewed 
Spark (9), who found the same thing series totaling 189. Biggart (5) came 
the same conclusion and our own more accurate volumetric data are further 
support for both men (21) and women (22). The age factor must, therefore, 
always taken into consideration. Since blood pressure tends rise with age, 
some use this age change the hypophysis evidence that proliferation 
these basophilic cells the posterior lobe causal factor hypertension. 
But more direct relations are needed the argument. 

Taking clue from Kaus’ recent article (23), which stresses the relation 
basophilic invasion constitutional type that tends afflicted with 
obesity, hypertension, etc., have compared the amount epithelium pars 
intermedia greatly over-weight women and men weighing 200 
more, but otherwise essentially well, with that 200 normal women and 
men not excessively fat. The results show distinctly larger amount epithe- 
lium (largely not entirely due excess basophilic cells) the obese. 
However, larger group more carefully selected cases are necessary for 
verification and determination the type obesity for which true. 

the present have sectioned serially about 300 hypophyses mostly 
from cases sudden accidental death. these, 240 have been used for the 
establishment series norms the various morphological components 
this organ, found essentially healthy adults (21, 22, 24, 25). Blood 
pressure records were available number these. Additional cases 
moderate hypertension have been added bring the total and the 
systolic blood pressure high 200 mm. The coefficient (r) 
between the systolic pressure and the weight the epithelium pars inter- 
media has been determined and found only which too 
low mean anything, particularly when the average age those with hyper- 
tension was years more than the average age those with normal blood 
pressure. 

true that the above material there were cases very high pres- 
sures. However, Spark (9), less accurate method, has compared the 
relative amount basophilic invasion into the nervous lobe cases 
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essential hypertension, half whom the systolic pressure was 200 mm. 
more, with 108 cases with normal blood pressure. concluded that there 
obvious relation the degree invasion vascular tension, especially 
when age differences are taken into account. had his disposal sections 
from different levels each gland, instead single level, which 
might wholly unrepresentative. 

Incidentally, Spark’s figures show that this basophilic invasion more 
often extensive men than women, which accounts for the larger volume 
epithelium found pars intermedia men determined quantita- 
tively and published elsewhere (22). 


Hawking (4) finds the evidence against Cushing’s hypothesis more con- 
vincing than that its favor. 


BASOPHILIC CELLS THE ANTERIOR LOBE 

Susman (26) recently attempted correlate the proportion the differ- 
ent cells the anterior lobe with various diseases selected cases and con- 
cluded that the basophils apparently are not associated with any particular age, 
sex, disease group. Unfortunately difficult take this paper seriously 
account the crude methods employed. Hawking (4), however, has 
actually counted the cells the anterior lobe cases essential hyper- 
tension and while the average percentage basophils was near the upper limit 
normality the women, the men showed nothing unusual. our cases 
mentioned above, differential cell count showed that there was correlation 
between the relative number basophilic cells the anterior lobe and blood 
pressure +0.05). 

Since hypertension regularly present the pluriglandular syndrome 
designated pituitary basophilism Cushing (27) and hypophyseal plethoria 
Jamin (28), attention should called the changes the cytoplasm 
the basophilic cells the hypophysis described Crooke (29). every 
case this disease which could get suitable tissue (12 the time 
publication) found extensive hyaline alterations the cytoplasm the 
basophilic cells, especially the anterior lobe. Only few the basophilic 
cells the posterior lobe showed these modifications. Changes this nature 
were found only 350 hypophyses from various other conditions, and 
then only slight degree. was absent cases with high blood 
pressure not accompanied the other characteristics Cushing’s basophilism. 
the other (both associated with nephritis) was not marked. Cell counts 
the cases basophilism where serial sections were available, indicated 
individual variability the number present the anterior 
lobe. case basophilic adenoma were these changes found the tumor 
cells. 

have examined sections over 200 normal glands and only occa- 
sional cell with these hyaline changes was encountered. Dozens glands may 
examined without single cell this type being found. 

the cases pituitary basophilism listed Crooke, can add 
additional ones that fill all the requirements stressed this polyglandular 
syndrome, such adiposity, striae atrophicae, hirsuties, sexual abnormalities, 
elevated blood pressure, glycosuria lowered sugar tolerance, osteoporosis, 
dusky florid face and bruising easily. The first one that woman 
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old, reported Ulrich (30) with large tumor the anterior lobe (not 
definitely basophilic) and with evident hyperplasia the adrenals. The 
second one also woman, years old, whose hypophysis was obtained 
through the courtesy Drs. Ulrich and Johnson (31). She had neoplasm 
the hypophysis nor the adrenal gland. The latter showed evidence 
inflammation with enough edema account for much the excess weight. 
The adrenals averaged gm. The third, the McQuarrie case, year old 
boy who had large carcinoma the left suprarenal with metastasis the 
lymph nodes and liver. All were studied extensively several members 
the staff the University Hospital, Minneapolis. Serial section all 
hypophyses, differentially stained, show extensive hyaline changes the 
basophils the anterior lobe and some the basophils the posterior lobe 
described and illustrated well Crooke (29). The nuclei these ab- 
normal cells may enlarged and lobulated ballooned out several 
places. These nuclear changes have been stressed Severinghaus (32) who 
has studied similar case. The nuclei some these cells, however, may ap- 
pear essentially normal. These histological changes the basophils appear 
the most constant hypophyseal change far discovered. have found 
case hypertension, unassociated with the rest Cushing’s syndrome, 
which showed these hyaline changes the basophils. This, course, militates 
against these alterations the basophils having anything with the raised 
blood pressure. 

The resistance most the basophilic cells the posterior lobe these 
changes suggest that they are not absolutely identical with the basophils the 
anterior lobe. Some evidence along this line also found cases 
disease where the baophilic cells the posterior lobe may well developed, 
although those the anterior lobe have nearly all disappeared (4). 

Basophilic adenomas are apparently not constant this disease 

supposed. Many them are probably coincidental, since surpris- 
ingly large number basophilic adenomas give not evident disturbance 
(Costello, 33; Susman, 34). Costello, for example, found basophilic 
adenomas that had given evident pituitary dysfunction 1000 routine 
autopsies. 

SUMMARY 


Two types basophilic cells the human hypophysis are considered. 
that those extending into the nervous lobe are derived from pars 
intermedia. Tinctorially the posterior lobe basophils are essentially like those 
found the anterior lobe. slight difference color may obtained some 
times. Morphologically the ones the posterior lobe not rule attain the 
size the basophils the anterior lobe, nor are they vacuolated. 
pituitary basophilism those the posterior lobe not show the hyaline 
changes the same extent that these changes occur the basophils the 
anterior lobe. 

The relationship the basophilic cells the hypophysis elevated blood 
pressure far from proved. Several recent observations show correlation 
between excessive invasion basophils into the nervous lobe and eclampsia. 
The trend the evidence essential hypertension the same direction. 
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The coefficient correlation between blood pressure and the relative number 
basophils anterior lobe and between blood pressure and the amount 
epithelial tissue the region pars intermedia are essentially zero. Age and 
sex differences are, however, significant. There are more basophils both the 
anterior lobe and the posterior lobe men than women. The accumulation 
basophilic cells the posterior lobe increases slowly with age, and while 


blood pressure also tends rise with age, one not necessarily the cause the 
other. 


Three cases pituitary basophilism are added those already described 
Crooke, showing the characteristic hyaline change the cytoplasm the 
basophils the anterior regardless whether there was pituitary 
adenoma, adrenal neoplasm neither. The last case had enough inflamma- 
tion and edema the adrenals account for much, not all, the enlarge- 
ment these glands. These hyaline changes occur only rarely and then only 
slight degree essential hypertension, eclampsia, other cases high 
blood pressure unaccompanied the other characteristics pituitary basoph- 
ilism. 

For further discussion the relationship experimental hyperpituitarism 
hypertension see the recent paper Blount (35). 
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CLINICAL AND LABORATORY NOTES 


THE PITUITARY-OVARIAN RELATIONSHIP HUMAN 
HYPOPHYSECTOMIZED FEMALE 


The pituitary-ovarian relationship the human still unsolved although 
definite advances have been made the experimental animal. was able 
induce characteristic bleeding after estrin administration (640 R.U.) pre- 
adolescent hypophysectomized monkeys. the one which did not bleed hypophy- 
sectomy was complete. Two the had considerable pituitary tissue left and 
showed complete removal only the anterior lobe. Hartman then raised the ques- 
tion possible posterior pituitary influence menstruation. Smith, Tyndale and 
Engle? completely hypophysectomized monkeys. Ten these were treated with 
400 500 R.U. estrin daily for days. the cases bleeding ensued 
days after the last injection, great delay over the non-hypophysectomized 
castrated monkeys. The endometrium obtained was typically proliferative. 

The present communication concerns itself with the effect estrin and anterior 
pituitary gonad-stimulating hormone human hypophysectomized female. The 
data presented represent two series injections with estrin (Progynon-B) and one 
series injections with pituitary gonad-stimulating hormone (Antuitrin- 
Gonadotropic). The experimental findings are presented with reservations, first 
because cannot definitely proved that the patient was completely hypophy- 
sectomized even though she subsequently presented clinical and laboratory picture 
complete hypophysectomy and, second because the clinical course and lack co- 
operation the patient made difficult repeat some the experiments. 

The patient was year old colored girl who began menstruate the age 
The periods were regular every days, lasting days, with 
dysmenorrhea. October 15, 1935 craniotomy was made Dr. Van 
Wagenen and the pituitary gland was completely coagulated electric endotherm 
electrode. pelvic examination made days after craniotomy revealed normal 
uterus, cervix and appendages. Some the significant laboratory findings before 
and after operation are tabulated below. 


Blood Blood 
Date B.M.R. Weight Date B.M.R. 
10/ 2/35 56.2 2/19/36 48.6 
10/15/35 operation 2/36 47.2 
11/ 6/35 —29 52.6 4/10/36 44.0 
1/18/36 50.6 


Following operation the patient began lose weight steadily, decreasing kg. 
months. The B.M.R. dropped —33 per cent and was elevated only slightly 


From the Department Obstetrics, School Medicine and Dentistry, The University Rochester, 
ochester, N.Y. 

Hartman, G., and Frior: Anat. Rec. 61: 55. 
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thyroid medication. general the patient became more lethargic both mentally 
and physically, and since operation has ceased menstruating. Experimental procedures 
were started March 1936, months following operation. 

The patient was given 50,000 international units (10,000 R.U.) estrin 
(Progynon-B) each injection the 1st, 4th, 8th, 11th, and 15th days. She ex- 
perienced cramps the 23rd day and bleeding started the 24th day days 
following the last injection) and lasted days. Six pads were required and the 
amount flow was fairly moderate. The procedure was repeated and bleeding 
started the 9th the 10th day following the last injection. The amount estrin 
(Progynon-B) used induces bleeding the human 
trated female about days after the last injection the Using these in- 
dividuals base line, appears that bleeding somewhat delayed the hypo- 
physectomized non-castrated female, but not markedly the monkey.? These 
results suggest that women neither the anterior nor the posterior pituitary are 
necessary for the action estrin far bleeding concerned and that estrin acts 
directly the uterus and not through the pituitary gland. The findings also suggest 
that the action the anterior pituitary the graafian follicle direct one and 
that there reciprocal reaction. 

Parke, Davis Co., cooperated furnishing the author with Antuitrin, 
gonadotropic hormone made from anterior pituitary glands the sow. With this 
preparation, which the experimental stage production, one could theoretically 
stimulate ovaries the hypophysectomized patient function. The above patient 
was given 100 R.U. daily for days. Due local reactions and lack cooperation 
the patient the experiment was discontinued. Following this series injections 
there was bleeding. This was expected since the work the human 
has shown that doses the same preparation 360 R.U. produced gross 
histological changes the ovary, whereas doses anterior-pituitary-like hormone 
8200 R.U. were necessary show changes the human 

Summary. old hypophysectomized colored female whose normal men- 
strual cycle ceased following hypophysectomy was made bleed per vaginum 
occasions following the administration 250,000 international units estrin. 
Bleeding was delayed two days compared with that induced non-hypophy- 
sectomized castrated human females. Bleeding could not produced with 800 R.U. 
anterior pituitary gonadotropic preparation. 


The author wishes thank the Schering Corporation for the Progynon-B, and Parke 
Davis Co., for the Antuitrin-Gonadotropic used this study. 


Elden, A.: Endocrinology 20: 47. 1936. 
4 Hamblen, E. C.: Endocrinology 20: 321. 1936. 
Hamblen, C.: Endocrinology 19: 169. 1935. 
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RELATIVE EFFECTIVENESS PROGESTIN HYPOPHYSECTO- 
MIZED AND NORMAL RABBITS* 


SAMUEL REYNOLDS, WARFIELD FIROR AND WILLARD ALLEN 


Two reports the subject progestin-effectiveness hypophysectomized rab- 
bits have appeared recently. Asdell and Seidenstein using unstandardized prepara- 
tions progestin, obtained endometrial proliferation hypophysectomized rab- 
bits, did Robson? rabbits when used sufficient quantities standardized 
preparation progestin. addition this, however, Robson also found that 
smaller quantities progestin were not effective hypophysectomized rabbits even 
though the amount administered was adequate produce endometrial prolifera- 
tion normal rabbits. this respect, Robson confirmed the initial observations 
two (Reynolds and Similar results were obtained the hypophy- 
sectomized ferret Parkes personal communication). the contrary, Smith 
able elicit marked degree endometrial proliferation with adequate amounts 
progestin administered hypophysectomized ferrets (personal communication) 

appears from the foregoing consideration, therefore, that progestin effec- 
tive hypophysectomized animals, yet distinctly less than when the pituitary 
body present. 

The following data are more detailed presentation the results previously 
demonstrated the together with studies uterine motility. They also 
serve confirm the existing meager data this subject. 

Methods and Results. From weeks after hypophysectomy the orbital 
rabbits (H-2, H-13, H-4) were given R.U. times 
weekly. Three other rabbits (F-59, F-12, F-32) received R.U. oestrone per 
day for days commencing weck after hypophysectomy. Upon withdrawal 
oestrone the rabbits were ovariectomized and sections the uterus taken for his- 
tological study. these rabbits (H-2, H-13, H-4) uterine fistulae were pre- 
pared this time also for subsequent recording motility experiments de- 
signed test the myometrial-inhibiting action the injected progestin. Immedi- 
ately thereafter progestin Rb.U., mg. solids) was administered. the 
rabbits (H-2, H-13, F-59, F-12, F-32) noted table total Rb.U. was 
given divided doses over days except noted table the fifth day 
rabbits with fistulae (H-13, H-2) received R.U. and 150 R.U. oestrone 
spectively divided doses. The effectiveness this oestrone uterine con- 
tractility was ascertained the sixth day when the degree rhythmic motility 
and responsiveness pitocin was tested. this day the rabbits were sacrificed and 
tissues obtained. One rabbit (H-4) received total Rb.U. progestin 


From the Department Physiology, Long Island College Brooklyn, N.Y., the Surgical 
Hunterian Laboratory, Johns Hopkins Baltimore, and the Department Obstetrics and 
Gynecology Rochester School Medicine and Rochester, N.Y. 

Aided grant from the Committee for Problems Research Sex, National Research Council. 

Asdell, and Sei Proc. Soc. Exper. Biol. Med. 32: 931. 1935. 

Robson, Physiol. 84: 296. 1935. 

M., and Physiol. (Society Proceedings). 109: 87. 1934. 
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days. the fifth day, 300 R.U. oestrone were given and the motility response 
this determined the next day. Serial sections the contents the sella turcica 
were made each case. rabbits (F-59, F-32, F-12) the pituitary body was 
completely removed while the other scattered fragments were found. Twelve 
operative controls were available, each having been treated every respect like 
the noted above but whose hypophyses were nearly intact. Two these (H-7, 
H-5) received Rb.U. progestin respectively, and all the rest, Rb.U. each. 
Summary. hypophysectomized rabbits, Rb.U. progestin failed elicit 
significant endometrial proliferation whereas the same amount hormone rab- 


Oestrone Injection Progestin Oestrone Motility 
Duration| Total Dosage Days| Total Dosage motility day 
days 


Controls: pituitary present, nearly entire, but quite disorganized some instances. 


-16 


Atypical mentioned note below. 


Note. Three rabbits H-8, H-9) noted the table above received Rb.U. progestin each, 
and result had fully proliferated endometria. Thus they resembled H-16 and the other operative controls 
this group regards the structural uterine changes. Moderate motility responses oestrone and marked 
pitocin responses were observed, however, and this respect they resembled the experimental animals that 
received 1 Rb.U. of progestin. The sella of each contained a great deal of hypophyseal tissue. We make no 
attempt account for the aberrant data from these rabbits the basis the evidence our disposal, but 
call attention the fact that some intact progestin-treated rabbits, moderate oestrone-motility responses 
may elicited under certain 


bits with the pituitary present elicited the typical reaction. One Rb.U. progestin 
hypophysectomized rabbits failed render the myometrium insensitive the 
motility-stimulating action oestrone and the oxytocic action pitocin. According- 
ly, the response the endometrial and myometrial actions Rb.U. progestin 
parallel each other and are both relatively deficient hypophysectomized rabbits. 

single hypophysectomized rabibt receiving Rb.U. progestin showed 
marked endometrial proliferation and the myometrium responded very feebly 
300 R.U. injected oestrone. Thus larger amount progestin was effective 
the usual manner this animal, regards both the endometrium and the 
myometrium. 

confirmation the existing but meager data this subject, these results 
betoken relative rather than absolute ineffectiveness progestin hypophysec- 
tomized rabbits. 


Reynolds, M., and Allen: Am. Physiol. 102: 39. 1932. 
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SECRETIN XI: ITS INFLUENCE THE RETICULOCYTES 
THE CIRCULATING BLOOD* 


JOHN 


increase the red blood corpuscle count after the injection secretin prep- 
arations has been reported number times the According 
King* significant change occurred the reticulocyte count after the injection 
secretin preparation. However, within the last few years progress has been made 
extracting more highly purified product and appeared that would 
interest isolate the fraction responsible for the increase the number red blood 
corpuscles unit volume blood and study this portion with respect any 
possible effect that might have the number reticulocytes the circulating 
blood. the following work prepared extract the small intestine follow- 
ing the method Ivy, Kloster, Lueth and Drewyer®, which they designate ApH 
1802. 

saturated solution this preparation 0.9 per cent sodium chloride solu- 
tion was injected subcutaneously into rabbits and guinea pigs; cc. per kg. body 
weight being used. Rabbits have been used number investigators the 
problem the effect secretin preparations the formed elements the blood, 
but was considered advisable determine its effect guinea pigs also view 
the work which suggests that the response the guinea pig 
liver extract may serve quantitative assay its therapeutic potency. Blood was 
drawn from the ear vein and two slides prepared according the method 
Two thousand cells were counted each instance. 

Various methods have been advanced for the identification reticulocytes 
which show wide variation results. However, using brilliant cresyl blue Krumb- 
reported per cent average for the rabbit, the range being 0.6-2.8 per 
cent; and per cent average for the guinea pig, the range being 1.0-4.0 per 
cent. Eaton and Damren® found the percentage reticulated red corpuscles the 
rabbit about 1.5 per cent under normal conditions. 

Twenty-five normal domestic rabbits found this district gave reticulocyte 
count per cent the red blood corpuscles, the range being 0.98- 
1.88, and the standard deviation Twenty rabbits were found have 
per cent (range 0.98-1.88, standard deviation before, and 
per cent (range 1.00-2.03, standard deviation +0.34) hour after 
the injection the secretin preparation. order ascertain the effect this 
product when injected over period initial reticulocyte count was made 


expenses this research were defrayed part grant from the Carnegie Corporation 
York 

From the Department Physiology and Pharmacology, Alberta, Edmonton, Canada. 

1 Downs, A. W., and N. B. Eddy: Am. J. a 43: 415. 1917 

Krzywanek, W.: Arch. ges. "222: 435. 1929. 

T.: Arch. Int. Med. 42: 762. 
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rabbits. The mean was found 1.46 per cent. They were then injected 
successive days and reticulocyte counts made the 3rd, 6th, 8th, 10th and 13th day. 
The mean was found 1.56, 1.50, 1.51, 1.46 and 1.29 per cent the red blood 
corpuscles, respectively. Five guinea pigs were injected successive days with 
the same preparation. Reticulocytes were counted initially and the succeeding 
days when the mean the per cent was found 2.08, 2.39, 3.11, 2.53 and 2.58 
for each consecutive day. The variations the above instances did not appear 
indicate that the preparation had influence the number reticulated ery- 
throcytes the circulating blood. 

concluded that the subcutaneous injection the secretin preparation used 
did not influence the production reticulocytes the rabbit guinea pig. 


MORTALITY FOLLOWING BILATERAL ADRENALECTOMY COM- 
BINED WITH RENAL DECAPSULATION* 


AND CORNELIUS HERRMANN 


Data reported different investigators the survival rats following bilateral 
adrenalectomy show striking explanation Gaunt® has suggested that 
this may due differences the amount accessory cortical tissue possessed 
individuals different colonies. found, moreover, that death were de- 
layed long enough for hypertrophy the accessories occur, treatment with 
cortical extract, salt, the percentage survival was materially increased. 

report one-stage bilateral adrenalectomy young rats re- 
sulted per cent mortality. the survivors accessory adrenal tissue 
was found attached the upper pole the kidneys. Accordingly the technique was 
modified include the removal the upper third, half, the renal capsules. 
The mortality was thereby increased 100 per cent, with maximum survival 
days and average 5.7 days. 

our experience, Schultzer’s combined operation young rats was not in- 
variably fatal, although every case there was evidence either acute chronic 
adrenal insufficiency. the other hand, rats with bilateral adrenalectomy alone, 
bilateral adrenalectomy combined with removal the lower half the renal cap- 
sules occasionally escaped without developing symptoms severe adrenal 
ciency (retardation growth, asthenia, sterility, lowered resistance cold, hemor- 
thages from gastric and intestinal mucosa). Mature rats survived adrenalectomy 
without symptoms more often than young rats. Rats which the operation was 
limited complete renal decapsulation only, grew normally, mated successfully and 
survived long periods exposure cold. The results are summarized the table. 


artment Chemistry, School Medicine, University Texas, and the Laboratories 
Sealy Hospital, Galveston. 


rom the National Research Council. 
Jaffe, J.. Physiol. 78: 453. 


Pencharz, Olmsted and Girangossintz: Science. 72: 175. 1930. 
Gaunt, Physiol. 103: 494. 1933. 
5 Firor M., and A. Grollman: ae. Physiol. 103: 686. 1933. 
Sisson, and March: Endocrinology 19: 389. 
8 Lascano- Gonzalez, J. M.: Rev. a Argent. de biol. 10: 38. 1933. 
Gaunt, Gaunt and Tobin: Proc. Soc. Exper. Biol. Med. 32: 888. 1934-35. 
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Surviving rats 


Operation No. No. chronic adrenal 
Rats | Deaths insufficiency 
Range Mean Yes No 

Bilateral adrenalectomy 10 8 4-23 9 1 1 Rats 25-27 days old (weight 37-52 gm.) 
Bilateral adrenalectomy 

and upper-pole renal 

decapsulation 17 13 1-39 14.5 “2 0 Rats 25-27 days old (weight 37-52 gm. 
Bilateral adrenalectomy 

and lower-pole renal ‘ 

decapsulation 1-49 Rats 25-27 days old (weight 37-52 gm.) 
Bilateral adrenalectomy 

and complete renal 

decapsulation 4 3 1-5 3.3 1 0 Rats 25-27 days old (weight 37-52 gm.) 
Complete renal decapsu- 

lation 4 4 Rats 25-27 days old (weight 37-52 gm.) 
Bilateral adrenalectomy 

and upper-pole renal 

Bilateral adrenalectomy 

(two-stage operation) 18 3 14 7 83 Adult rats 


1 In addition to these, 4 somewhat older rats were subjected to the combined operation. One died on the 
2nd day. The others, placed the cold room (3-5°C) the 12th day, became moribund within hours 
and these died. the which were resuscitated, succumbed 15. the other days after the 
operation. this period, despite careful attention diet, the last animal gained weight and showed 
other symptoms chronic adrenal insufficiency. 

rat died another days after operation. The remaining were alive 119 days after 
the operation, and except for retarded growth appeared fairly normal. However, neither animal survived 1-2 
days’ exposure cold. 


Six these were subjected upper-pole renal decapsulation about months after adrenalectomy. One 
succumbed days after the last operation, while the others survived. 


Conclusions. From these observations appears that the removal the upper 
half the renal capsules addition bilateral adrenalectomy increases the likeli- 
hood either acute chronic adrenal insufficiency young rats. The results, 
while indicative the presence accessory adrenal tissue the upper part the 
kidney capsules not exclude the existence accessories elsewhere. our work 
the periods survival were much longer than those observed Two 
rats though state chronic adrenal insufficiency were alive 119 days after the 
combined operation. The disparity these results with those Schultzer may 
due colony differences and the associated peculiarities the distribution adrenal 
accessories; part, perhaps, differences diet and other, yet undetermined, 
factors. 


RELATION BETWEEN THE OCCURRENCE ENDEMIC GOITER 
AND THE PRESENCE TRACES SILVER AND BARIUM 
DRINKING WATER 


While generally admitted that iodine deficiency the primary cause 
endemic goiter, any factor that interferes with the utilization the organism 
the iodine present, may constitute secondary cause. According many investi- 
gators infections and contamination the water supply are such factors. The 
presence chemicals that interfere with the assimilation iodine rendering 
insoluble may well another contributing cause goiter. 

During spectroscopic examination the water supply Colorado, our at- 
tention was drawn the fact that strong traces silver are present the drinking 
water regions where goiter endemic. Ten parts iodine per billion drinking 
water regarded adequate supply protect against goiter. The solubility 
silver iodide water only parts per billion, corresponding 1.6 parts 
iodine per billion water. clear that the presence minute traces silver 
can make large part the iodine insoluble and thus render unavailable for the 
organism. 

Spectroscopic examination drinking water for silver. Drinking water from 
the endemic goiter region the Western Slope the Rocky Mountains Colo- 
(Fruita, Olathe, Grand showed strong trace silver, while 
only faint trace was found water from several towns the Eastern plains where 
school children had shown the absence goiter (Fort Morgan, Sterling, 
Holyoke). survey the recruits drafted for military service showed goiter in- 
cidence per cent Washington and Oregon, but only 0.30 per cent 
Texas, Florida and The drinking water from Portland, Oregon, 
shows absence silver and only faint trace found that Spokane, Wash- 
ington, while the water from Dallas, Texas, Boston, Massachusetts, and Fern Park, 
Florida, show only very faint trace silver. Water was then collected from 
villages Switzerland where very severe goiter was endemic according informa- 
tion received from Dr. Campell Pontresina, Switzerland, and confirmed 
our own observation. The water from these villages; Sils, Scharans, Trimmis, 
and Cazis all the Grisons Canton shows the presence trace 
silver, was also found the drinking water Amsterdam (Holland) where 
endemic goiter exists. Unfortunately also found trace silver present the 
corks used stopper the bottles, and the possibility cannot excluded that the 
silver the European waters was derived from the cork. 

These results obviously not show any simple relation between the presence 
silver and goiter incidence. This could hardly expected, the latter depends 
upon the presence iodine; the presence silver water with only just sufficient 


From the Laboratory the Colorado Foundation for Research tuberculosis Colorado College, 
Colorado Springs. 

Olesen: Public Health Reports, 40: 1925. 

Olesen: Public Health Bulletin, No. 192. 
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iodine might extremely harmful but without effect water with large excess 
iodine. 

Biological test effect silver. The question the effect silver the avail- 
ability iodine was answered feeding young rats water containing silver. Eight 
rats were fed diet consisting Graham flour, cornmeal, milk powder, sodium 
chloride, calcium carbonate and viosterol. Four the rats received distilled water, 
while the other received water containing freshly precipitated silver oxide; silver 
oxide soluble 0.001 per cent, and this water contained far more dissolved 
silver than any the waters have examined. the beginning the experiment 
the average weight per rat was 20.8 gm. After months the average weight per 
control rat was 139.3 gm. and the average weight the silver rats was 138.0 gm. 
The average size the thyroid was the same both groups, 4x2x0.5 mm., which 
normal for rats that size this region. Microscopically the size the thyroid 
vesicles was the same both groups, and neither group showed any signs unusual 
thyroid activity. 

Presence barium Swiss waters. During the spectrographic examination 
noted the presence considerable quantities barium the water from the 
Swiss villages. Traces barium are common occurrence all water but none 
the American water did find quantity comparable that the Swiss 
water. 

the endemic goiter Switzerland much more severe type than any 
this country, the possibility occurred that this severe type might caused 
the presence barium. 

Biological test effect barium. Twelve rats were used for this experiment. 
Six rats were fed the same diet the control rats the silver experiment and 
rats received this diet with the addition 0.1 per cent BaCO,. All rats received 
distilled drinking water. The barium was incorporated the food instead the 
water control the quantity ingested the rats more accurately. Barium carbonate 
rat poison and the presence undissolved precipitated carbonate the 
bottom drinking vessel might have brought the experiment untimely 
end. the beginning the experiment the average weight per rat was gm. 
After months the average weight the control rats 126 gm. while the average 
weight the barium rats was 135 gm. Two the control rats and the barium 
rats were killed disclosing difference the appearance the thyroid the 
size and number the vesicles. The amount the barium was then increased 
0.5 per cent and the end another month the average weight the control 
rats was 154 gm. and that the barium rats 141 gm. The thyroid gland the con- 
trol group was slightly larger than usual our rats, 8x2x1 mm., while the size 
the thyroid the barium rats was normal, approximately 4x2x0.5 mm. Microscopic 
sections did not show any significant differences between the two groups. 

Summary. Traces silver were found spectrographic examination drinking 
water from both goitrous and non-goitrous regions. Water from the Swiss goiter 
region showed unusually large amount barium. Feeding experiments, using 
the experimental animals, failed show any influence either silver 
animals) barium (12 animals) the development goiter. 


q 


RELATION BETWEEN THE OCCURRENCE ENDEMIC GOITER 
AND THE PRESENCE TRACES SILVER AND BARIUM 
DRINKING WATER 


While generally admitted that iodine deficiency the primary cause 
endemic goiter, any factor that interferes with the utilization the organism 
the iodine present, may constitute secondary cause. According many investi- 
gators infections and contamination the water supply are such factors. The 
presence chemicals that interfere with the assimilation iodine rendering 
insoluble may well another contributing cause goiter. 

During spectroscopic examination the water supply Colorado, our at- 
tention was drawn the fact that strong traces silver are present the drinking 
water regions goiter endemic. Ten parts iodine per billion drinking 
water regarded adequate supply protect against goiter. The solubility 
silver iodide water only parts per billion, corresponding 1.6 parts 
iodine per billion water. clear that the presence minute traces silver 
can make large part the iodine insoluble and thus render unavailable for the 
organism. 

Spectroscopic examination drinking water for silver. Drinking water from 
the endemic goiter region the Western Slope the Rocky Mountains Colo- 
rado (Fruita, Olathe, Grand showed strong trace silver, while 
only faint trace was found water from several towns the Eastern plains where 
survey school children had shown the absence goiter (Fort Morgan, Sterling, 
Holyoke). survey the recruits drafted for military service showed goiter in- 
cidence per cent Washington and Oregon, but only 0.30 per cent 
Texas, Florida and The drinking water from Portland, Oregon, 
shows absence silver and only faint trace found that Spokane, Wash- 
ington, while the water from Dallas, Texas, Boston, Massachusetts, and Fern Park, 
Florida, show only very faint trace silver. Water was then collected from 
villages Switzerland where very severe goiter was endemic according informa- 
tion received from Dr. Campell Pontresina, Switzerland, and confirmed 
our own observation. The water from these villages; Sils, Scharans, Trimmis, 
and Cazis all the Grisons Canton shows the presence trace 
silver, was also found the drinking water Amsterdam (Holland) where 
endemic goiter exists. Unfortunately also found trace silver present the 
corks used stopper the bottles, and the possibility cannot excluded that the 
silver the European waters was derived from the cork. 

These results obviously not show any simple relation between the presence 
silver and goiter incidence. This could hardly expected, the latter depends 
upon the presence iodine; the presence silver water with only just sufficient 


From the Laboratory the Colorado Foundation for Research tuberculosis Colorado College, 
Colorado Springs. 


Public Health Reports, 40: 1925. 
Olesen: Public Health Bulletin, No. 192. 
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iodine might extremely harmful but without effect water with large excess 
iodine. 

Biological test effect silver. The question the effect silver the avail- 
ability iodine was answered feeding young rats water containing silver. Eight 
rats fed diet consisting Graham flour, cornmeal, milk powder, sodium 
chloride, calcium carbonate and viosterol. Four the rats received distilled water, 
while the other received water containing freshly precipitated silver oxide; silver 
oxide soluble 0.001 per cent, and this water contained far more dissolved 
silver than any the waters have examined. the beginning the experiment 
the average weight per rat was 20.8 gm. After months the average weight per 
control rat was 139.3 gm. and the average weight the silver rats was 138.0 gm. 
The average size the thyroid was the same both groups, 4x2x0.5 mm., which 
normal for rats that size this region. Microscopically the size the thyroid 
vesicles was the same both groups, and neither group showed any signs unusual 
thyroid activity. 

Presence barium Swiss waters. the spectrographic examination 
noted the presence considerable quantities barium the water from the 
Swiss villages. Traces barium are common occurrence all water but none 
the American water did find quantity comparable that the Swiss 
water. 

the endemic goiter Switzerland much more severe type than any 
this country, the possibility occurred that this severe type might caused 
the presence barium. 

Biological test effect barium. Twelve rats were used for this experiment. 
Six rats were fed the same diet the control rats the silver experiment and 
rats received this diet with the addition 0.1 per cent BaCO,. All rats received 
distilled drinking water. The barium was incorporated the food instead the 
water control the quantity ingested the rats more accurately. Barium carbonate 
rat poison and the presence undissolved precipitated carbonate the 
bottom drinking vessel might have brought the experiment untimely 
end. the beginning the experiment the average weight per rat was gm. 
After months the average weight the control rats 126 gm. while the average 
weight the barium rats was 135 gm. Two the control rats and the barium 
rats were killed disclosing difference the appearance the thyroid the 
size and number the vesicles. The amount the barium was then increased 
0.5 per cent and the end another month the average weight the control 
rats was 154 gm. and that the barium rats 141 gm. The thyroid gland the con- 
trol group was slightly larger than usual our rats, 8x2x1 mm., while the size 
the thyroid the barium rats was normal, approximately 4x2x0.5 mm. Microscopic 
sections did not show any significant differences between the two groups. 

Summary. Traces silver were found spectrographic examination drinking 
water from both goitrous and non-goitrous regions. Water from the Swiss goiter 
region showed unusually large amount barium. Feeding experiments, using 
tats the experimental animals, failed show any influence either silver 
animals) barium (12 animals) the development goiter. 
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ADVANCE ABSTRACTS 


simple method hypophysectomy the dog. Bennett, J., Jr. appear this Journal. 

satisfactory method complete hypophysectomy the dog has been devised which 
requires average minutes for completion. The approach the pituitary fossa made 
certain the use metal guide fitted over the hamular processes the pterygoid. car- 
penter’s ordinary brace and drill are used, the drill being passed through the submandibular 
region and tongue enter the guide. The gland completely removed means suction 
tip. 


Nitrogen and creatine metabolism relation environmental temperature and thyroid 
function. Bodansky, M., and Virginia Duff. appear this Journal. 


the normal rat exposure cold produced typical metabolic response which included 
increased excretion nitrogen, but more particularly creatine and guanidine acetic acid. 
This was not observed thyroparathyroidectomized rats, which moreover exhibited low 
sistance cold, unless treated with thyroid thyroxine. These findings have been successfully 
applied tests thyroid deficiency operated rats. Animals which the level endogenous 
(creatine-creatinine) metabolism was raised either the administration thyroxine, 
exposure cold, showed striking fluctuations total creatinine excretion. Considering the 
relative constancy creatine metabolism normally manifestation physiological homeo- 
stasis, the variability under the conditions stated may perhaps taken represent unsteady 
state endogenous metabolism, condition disturbed homeostasis. Nitrogen and creatine 
metabolism were depressed high temperatures. Results obtained when the thermal environ- 
ment was changed intervals several days suggest adrenal-thyroid interrelationship the 
regulation creatine, well nitrogen metabolism. 


The effect estrogenic substances upon the pituitary, adrenals and ovaries. Ellison, T., 
and Burch. appear this Journal. 


comparison has been made the effects trihydroxyestrin, dihydroxyestrin, keto- 
hydroxyestrin, hydroxyestrin benzoate and the placental estrogenic substance, emmenin, upon 
the pituitary, ovaries and adrenals castrate, non-castrate and hypophysectomized rats. Injec- 
tions moderate and large amounts each substance were given daily for days. The 
pituitaries, ovaries and adrenals were weighed and studied histologically, and were compared 
with glands from suitable control animals. Trihydroxyestrin, dihydroxyestrin, ketohydroxyestrin, 
hydroxyestrin benzoate and the placental estrogenic substance emmenin, when injected 
cient amounts, caused hypertrophy the pituitary and adrenal glands the castrate rat. The 
same substances sufficient amounts caused hypertrophy pituitary, adrenals and ovaries 
the normal rat. The increase size the ovary due solely the formation corpora lutea 
comparable size and morphology those found normal pregnancy. The effects these 
substances upon the ovaries and adrenals are dependent upon the presence the pituitary. 
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Failure the Reid Hunt acetonitrile reaction clinical test for hyperthyroidism. 
Escamillo, appear this Journal. 


study was made the clinical application the Reid Hunt acetonitrile reaction. The 
newer methods biological assay advocated Trevan and Burn were used determining 
the mortality curve for the effect acetonitrile white mice, and also performing Reid Hunt 
acetonitrile reactions. Blood from patients, mostly with thyroid disease, was tested. Only 
positive test was obtained and that patient with basal metabolic rate +2.9%, while 
among the negative results were those from very toxic patients with rates between and 
After critical analysis was concluded that the acetonitrile reaction not 
recommended aid the diagnosis thyroid function. 


The effect interruption the supraoptico-hypophyseal tracts the antidiuretic, pressor 
and oxytocic activity the posterior lobe the hypophysis. Fisher, C., and 
Ingram. appear this Journal. 


The results assays carried out the atrophic post-pituitaries cats suffering from 
diabetes insipidus and normal cats are reported. These results indicated that the atrophic glands 
were practically free antidiuretic, pressor and oxytocic activity. The relationship these 
findings the deficiency theory diabetes insipidus and the control the secretory activity 
the posterior lobe the hypothalamus discussed. concluded that diabetes insipidus 
there deficiency the secretion the antidiuretic principle and that the elaboration this 
component, well the pressor and oxytocic components, under the control the 
supraoptico-hypophyseal system. 


The treatment pituitary infantilism with anterior pituitary extracts. Goldberg, 
appear this Journal. 


Coincident with the administration anterior pituitary extract (Squibb) over period 
414 months, male adolescent, aged years, exhibiting the cardinal symptoms pituitary 
infantilism Levi-Lorain type, gained inches height and exhibited definite stimulation 
the primary and secondary sexual characters. Growth continued following the cessation 
treatment, approximately inch months. During the period treatment gained Ib. and 
subsequently, 41/4, lb. The epiphyses remained open throughout the period observation. 


The endometrium “endometrial hyperplasia” after therapy. Hamblen, appear 
this Journal. 


clinical classification endometrial patterns described which the supposed re- 
sponsible functional variations the action the ovarian hormones taken the primary 
basis classification. The employment endometrial specimens indicators ovarian func- 
tion stressed guide rational therapy. Studies young patients between the ages 
and years with excessive and prolonged anovulatory bleeding who were treated with 
progestin and with estrin and progestin are detailed. was observed that, following therapy 
with progestin alone, increase the bleeding resulted, the endometrium showing tissue 
shedding without the induction progestational changes. When estrin was given prior 
progestin, there was prompt decrease the amount bleeding and early cessation bleed- 
ing. This was estrin effect. Following subsequent progestin exhibition patchy progestational 
reaction was observed. Bleeding recurred shortly after the cessation the estrin injections and 
was characterized tissue shedding. The amount progestin found necessary for such changes 
was approximately the same that necessary castrates. One case allows inference the 
permanency the clinical and endometrial response following estrin and progestin therapy. 
After discontinuation such treatment, there was return menstrual irregularity and the 
endometrium showed phase irregular estrin action. 


Visceral temperatures the intact and unanaesthetized Animal II. The uterus the rat. 
Hamilton, appear this Journal. 


The uterus the rat has been investigated means new technique which permits 
measurements temperature the internal organs the intact animal without exposure and 
without anaesthesia. The uterine temperature conforms rigidly the level body heat 
throughout all stages the oestrual cycle. fluctuations the general level body heat 
occur with the cycle. This uniformity the uterine and the body level heat persists undis- 
turbed during physiological changes the uterus pseudopregnancy, gestation, parturition, 
involution and lactation, and castration. Measurements included the gestation, parturition and 
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postpartum period large litter young. Injections theelin the converse, ovariec- 
tomy, not affect the thermal agreement between uterine and body temperature. 


Extracts containing cortin. Hartman, A., and Pohle. appear this Journal. 


The addition NaCl the ordinary diet adrenalectomized cats reduces the cortin 
requirement many fold. cat unit defined the amount hormone required daily main- 
tain adult adrenalectomized cat good health (without NaCl supplement). Among acetone, 
benzol, ethyl ether and ethyl alcohol, ethyl alcohol gives far the greatest yield cortin when 
used extract the glands. Ethyl ether and ethyl acetate seem better solvents than com- 
mercial benzol and chloroform for purification. extramely important avoid great con- 
centration residues order prevent spattering and drying material the distillation 
flask. outline for the preparation aqueous extract given. glycerol extract from 
which large proportion epinephrin removed described. The latter has the advantage 
being simpler prepare and easier administer. 


The time element the pituitary-ovarian response large doses the estrogenic 
hormone. Mazer, C., Israel and Alpers. appear this Journal. 


The duration treatment important factor the pituitary-ovarian response large 
doses estrogenic substance rats and rabbits. Single multiple injections massive doses 
estrogenic substance during week caused definite ovarian stimulation infantile animals— 
corpora lutea rodents and mature follicles rabbits. Equally large smaller doses 
estrogenic substance given during period from days caused ovarian degeneration 
infantile animals—decrease growing follicles and fibrosis interstitial tissue. Correspond- 
ing experiments adult rats and rabbits yielded similar ovarian effects. The significance the 
time element further illustrated the microscopic appearance the thyroid glands the 
treated rabbits. Short treatment week) with massive doses estrogenic substance produced 
appreciable change the structure the thyroid gland, but prolonged treatment caused the 
accumulation deeply-stained colloid material and flattening the acinar epithelium. The 
histologic changes seen the hypophyses the treated animals, namely increased number 
eosinophile cells without changes the basophile chromophobe elements, cannot 
present correlated with the ovarian and thyroid changes. reasonable assume that 
fluctuations activity the anterior hypophysis are responsible for the varied ovarian and 
thyroid responses. 


The genesis thyroid protein: clinical assays artifical thyroid protein human 
myxedema. Salter, and Lerman. appear this Journal. 


About two-thirds the iodine thyroglobulin extracted from human glands surgically 
excised non-endemic goitre district (Boston) not combined thyroxin. Nevertheless, 
this ‘inactive’ diiodotyrosine fraction potential source active hormone. From this peptone 
artificial protein can built enzyme action directed reverse the usual digestive 
process. The artificial protein obtained resembles natural thyroglobulin its chemical 
properties and clinical effects. The calorigenic effectiveness the diiodotyrosine peptone 
fraction thyroid after appropriate treatment suggests that represents chemical precursor 
which readily transformed into active thyroid hormone enzymes within the body. 


The influence the intake calcium the blood iodine level. Thompson, appear 
this Journal. 

Rats (540) specific synthetic diets which there was variation the calcium-iodine 
ratio were studied over period months. The results chemical analysis have shown that 
the amount calcium the diet influenced the level iodine the blood. animals diets 
containing the same amount iodine, the blood-iodine level was comparatively lower groups 
receiving additional calcium than the controls. high-iodine diets, there did not appear 
any close relation between the amount iodine consumed and the blood-iodine level (time 
was important factor). contrast, the average serum-calcium was not markedly affected 
varying the dietary content iodine. Disturbing the calcium-iodine ratio the diet beyond 
certain limits was associated with the development diverse clinical manifestations peculiar 
certain experimental groups. The experimental rats low-iodine diets showed many the 
clinical changes found human exophthalmic goiter; Those maintained diets low 
calcium. and high iodine developed signs resembling iodism. The experimental findings 
relative iodism were considered indicate that iodine induces the syndrome only under 
special conditions; the concentration iodine the blood alone not the determining factor. 
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The intake calcium has important influence that excess the diet acts prophy- 
lactic whereas deficiency favors the development iodism. Based the present findings 
concluded that balanced intake calcium and iodine essential normal organic function. 


The phospholipids the brain, kidneys and heart white rats experimental hyper- 
thyroidism. Weil, appear this Journal. 

Feeding thyroid powder male white rats followed decrease the body weight 
and increased weight kidneys and heart compared with the organs control rats the 
same weight. The loss weight relatively greater young animals than older ones, 
while the increase heart weight more pronounced older rats. The hypertrophy kidneys 
and heart reflected increase the amount their phospholipids indicated 
increase alcoholic extracts and the phosphorus content acetone and alcoholic extracts. 
Qualitatively the phospholipids are not changed, judging from comparison the percentage 
content their phosphorus and the constant relation between total and lipid-phosphorus 
both hyperthyroid rats and controls. the brain the alcoholic extracts are decreased the 
hyperthyroid rats, though the phosphorus content this fraction unchanged. 


ADRENALS 


extract from the adrenal gland causing luteinisation the ovaries and endometrial 
hyperplasia. Allen, tnd Bourne, Australian Exper. Biol. Sc. 14: 45. 1936. 
Trichloracetic acid extracts whole adrenal glands kangaroos, cows, pregnant cows and 

sheep, were found cause the formation corpora lutea the ovaries and hyperplasia 

the endometrium, when injected subcutaneously into young virgin female rate. The authors 
consider that their extract distinct from the vital hormone the adrenal cortex, and note 

that its effect was comparable with that the combined effects Prolan and B.—G. 


Neuromuscular and reflex excitability adrenalectomized toads. Mechanism asthenia 
(Excitabilidad neuromuscular refleja los sapos suprarrenoprivos. Mecanismo 
astenia). Cicardo, Rev. Soc. argent. biol. 12: 17. 1936. 
Adrenalectomized toads show progressive increase the rheobase the muscle the 
glandular insufficiency and asthenia increase; the chronaxie sometimes increases; but this 
not constant occurrence. The chronaxie the nerve does not change, the rheobase increases 
the final stages, when curarization occurs. This last not specific adrenal insufficiency, 
can seen moribund toads dying from other causes. Determinations sensory chronaxie 
have shown that the rheobase increases progressively asthenia becomes more marked, and 
the reflex more easily fatigued. Asthenia toads after adrenalectomy due depression 


the nervous centers, similar but more rapid appearance than that occurring after hypophy- 
sectomy.—J. 


The pituitary gland Addison’s disease. Crooke, C., and Dorothy Russell, Path. 
Bact. 40: 255. 1935. 


Pituitary glands from cases Addison’s disease were serially sectioned and cell counts 
determined following the technic outlined Rasmussen. Sections from the pituitaries 
other cases Addison’s disease were also studied; the same methods serial section and 
staining were applied series pituitary glands from patients who had died from 
various causes exclusive Addison’s disease. detailed description the method prepara- 
tion, staining and counting included, well excellent description the normal cytol- 
ogy the anterior pituitary. The authors found the chromophobe cells increased 
number and variable proportion exceptionally large examples present. The acidophilic 
cells were reduced, but seldom conspicuously. extreme reduction the basophil cells as- 
sociated with the presence abnormal basophil transitional cells was the most significant 
change noted. appendix included which presents the complete pathological findings 
the cases Addison’s disease. suggested that the reduction basophilic cells the 


anterior pituitary may related the low blood pressure and hypoglycemia occurring 


The effect epinephrin the blood lipoids normal man. Gildea, F., and Man, 
Clin. Investigation 15: 295. 1936. 


normals and patients epinephrin was given doses sufficient raise blood sugar 
and blood pressure. Although there were often increases cholesterol and fatty acids, there 


= 


692 ADRENALS Volume 


was also frequent hemoconcentration, shown blood protein concentration increase. This 
held offset any marked significance changes lipoids indicating that they are under 
control epinephrin. The authors point out again the variability individual responses 


Cortical carcinoma the suprarenal, with Cushing’s basophil pituitary syndrome. Hare, 

Dorothy C., Joan Ross and Crooke, Lancet 118. 1935. 

case clinically indistinguishable from the syndrome attributed basophil adenoma 
the pituitary gland reported. carcinoma the suprarenal cortex was removed operation 
and metastatic growth was found autopsy. serial sections the pituitary gland baso- 
phil adenoma was found. The differential cell count was within normal limits. hyaline 
change the basophil cells the anterior lobe Moehlig. 


Work capacity the rat after destruction the adrenal medulla. Ingle, 
Hales and Haslerud, Am. Physiol. 114: 653. 1936. 


The work capacity female adrenalectomized rats having autogenous transplants 
the adrenal glands the ovaries was compared with that equal number sham-oper- 
ated litter-mate controls days after operation. The delay was essential for the establishment 
the transplant. The grafted animals reacted normally, showing weight gains and work 


performance similar the controls. Histologically, the grafts showed normal cortex and de- 
generated 


Voluntary activity the rat after destruction the adrenal medulla. Ingle, J., and 
Harris, Am. Physiol. 114: 657. 1936. 


Normal levels activity were established for female rats the revolving drum 
technic. the basis the preliminary records the animals were divided into groups. 
Both adrenal glands for each the experimental animals were excised and transplanted 
the surface the corresponding ovary. The control animals were not operated on. After 
temporary depression activity, the experimental animals whose glands had been trans- 
planted returned their pre-operative level, and days after operation equalled the activity 
their respective controls. Histologic examination the adrenal glands and physiologic 
tests for the presence epinephrine demonstrated that the medulla the transplanted glands 


had degenerated state which did not function whereas the cortical portion survived.— 


Medullary tumor the adrenal glands with hypertension and juvenile arterio-sclerosis. 
Kremer, Arch. Int. Med. 57: 999. 1936. 


brief review the subject with report case girl 14. The patient presented 
blood pressure 206 systolic and 152 diastolic. Death occurred from cerebral thrombosis. 
Postmortem examination revealed paraganglioma each adrenal gland. The author concludes 
that the occurrence hypertension the young, with failure discover the cause for such 
condition, should suggest the possibility chromaffin tumor the adrenal 


The effects stimulation the adrenal gland upon its content ascorbic acid, adrenalin 
and glutathione. Kuchel, C., and Mitchell, Australian Exper. Biol. Sc. 
14: 51. 1936. 


Rats, after period stimulation, were killed, the adrenals removed, and the vitamin 
content the glands estimated. The controls rats) were killed blow the head. 
Some were given light ether anaesthesia for min. rats). Five rats were given curare (0.27 
mg. per 100 gm.) and then light ether anaesthesia for min.; rats were subjected fear; 
received injections acetylcholine (0.32 mg. per 100 received injections eserine 
(0.07 mg. per 100 gm.) followed acetyl choline (32 mg. per 100 gm.); other animals 
were subjected electrical stimulation following ether anaesthesia. Similar experiments were 
carried out using some cases injections different drugs (atropine, morphia, etc.) and the 
adrenalin and glutathione contents the adrenals were obtained addition the ascorbic 
acid values. The authors found that light ether anaesthesia and other conditions involving 
stimulation the adrenal glands caused fall the average ascorbic acid content the 
glands. They found also that the fall ascorbic acid content bore constant relationship 
the simultaneous fall adrenalin content, and that the ratio glutathione ascorbic acid 
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Constant cortico-adrenal bodies the epodphoron rabbits (La cortico-surrénale 


organe constant chez lapine). Lacassagne, A., and Nyka, Compt. 
rend. Soc. biol. 121: 95. 1936. 


Accessory cortical adrenal bodies were found situated close the epodphoron each 


female rabbits studied whose ages varied between months and years. These structures 
were unilateral all but Cutuly. 


The antagonistic action vitamin and adrenal cortical hormone the inhibitory 
effects iodoacetic acid growth (Hemmung des Wachstums durch 
und antagonistische Beeinflussung durch Vitamin sowie Nebennierenrinden-Hor- 
mon). Laszt, L., and Verzar, Arch. ges. Physiol. 236: €93. 1936. 


The inhibition growth young rats, induced iodoacetic acid poisoning, may 
counteracted the administration yeast, the phosphoric acid ester flavin, the adrenal 
cortical hormone.—A. 


Effect extract adrenal cortex experimental neurosis sheep. Liddell, 
Anderson, Kotyuka and Hartman, Arch. Neurol. Psychiat. 34: 973. 1935. 


consequence conditioning experiments which sheep received mild electric 
shock the left foreleg certain signals and not others, several cases definite and 
enduring nervous disturbance were observed. These cases experimental neurosis were 
encountered under conditions where signals for shock and for shock were confusingly 
similar where time relations were perplexing the animal. The neurotic condition was 
characterized extreme excitement, behavior and spontaneous nervous twitching 
movements the limb concerned the reaction. The onset was sudden and seemed 
permanent. The effect extract the adrenal cortex subcutaneously injected was tested 
sheep: normal and neurotic. The conditioned reflex normal sheep was found 
increase vigor during such treatment. the neurotic sheep the vigor the conditioned re- 
action the limb was markedly increased and the frequency the nervous movements 
the leg during the intervals between tests decreased. Improvement the other symptoms 
the disturbance was seen. The effects persisted for more than days after the last injection. 
The repeated administration epinephrine concentration 1:200,000 decreased the 
vigor the conditioned reflex both the normal and the neurotic animals, and the 
aggravated the nervous Liddell. 


The adrenals hypertension (Die Nebennieren bei der Hypertonie). von Lucadou, W., 
Klin. 14: 1529. 1935. 


small number cases the area the adrenal medulla, determined outlines 
saggital sections, was larger all cases with cardiac enlargement, irrespective hyper- 
tension nephritis. The area the cortex was greater than normal chronic nephritis 
and hypertension. There was relation age, size, weight, surface the individual 
the area either cortex medulla. The author concludes that there hyperplasia the 
adrenal medulla care for the increased functional demands the 


General character the syndrome following adrenalectomy frogs (Caractéres généraux 
syndrome surrénoprive grenouille). Maes, Compt. rend. Soc. biol. 120: 
1344. 1935. 

Four hundred adrenalectomies and 300 control operations were made frogs (Rana 
temporaria and esculenta). The adrenal tissue was destroyed cautery equivalent 
amount kidney damaged the controls. The latter survived under the carefully regulated 
conditions provided without evident symptoms. The adrenalectomized animals lived 5-50 days. 
They developed asthenia, vasodilation oedema, increased pigmentation, and increased suscep- 


Glutathione and adrenals (Glutatione surrenali). Martini, Arch. fisiol. 33: 175. 
1934. Abst., Chem. Absts. 28: 2769. 


The glutathione content haemolysed blood was studied dogs before and after 
double adrenalectomy, performed stages. The amount reduced glutathione was found 
fall after removal the first adrenal and again after removal the second. The oxidised 
glutathione also decreased amount, but lesser extent, that the effect the opera- 
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tions was mainly lower the reducing power. Continual administration the hormone 
the adrenal cortex subcutaneous injection checked the fall blood glutathione. The 
quantity glutathione blood taken from various parts the circulation was also deter- 
mined, and was found that blood from the adrenal vein contains slightly less reduced and 
more oxidised glutathione than blood from the jugular. More was found the hepatic 
portal than the hepatic veins. 


Experimental sodium chloride deficiency man. McCance, A., Proc. Roy. Soc. Lon- 

don, 119: 245. 1936. 

Two healthy male subjects lost respectively 17.5 and 22.5 gm. sodium, and equivalent 
amounts chloride, during 11-day experiment low-salt diet with daily sweatings. 
Some the observed sequelae were suggestive Addison’s disease. Haemoglobin and plasma 
protein increased, plasma sodium and chloride diminished, and plasma osmotic pressure fell 
spite increase blood urea. There was considerable loss weight and negative 
nitrogen and potassium balance. Resting pulse rate and blood pressure remained normal. The 
subjects complained loss sense flavour, nausea, tendency cramps, constriction 
the chest, fatigue, and apathy. Recovery was rapid when salt was restored the diet. 
preliminary experiment female subject, the amounts salt lost the sweat were 
smaller, and the results consequently less 


Chronic suprarenal insufficiency. Packard, M., and Wechsler, Arch. Int. Med. 54: 

18. 1934. 

report cases chronic adrenal insufficiency which malnutrition seemed 
outstanding pathogenic factor. The adrenals were atrophic cases while the third 
showed destruction the adrenals carcinoma metastases. attempt made distinguish 
syndrome chronic adrenal insufficiency from true Addison’s disease; supposed 
characterized absence pigmentation, complete emaciation, signs polyneuritis and 
trophic ulcerations. claimed that hypotension not feature chronic adrenal in- 
sufficiency, although the blood pressure given 110/70 and 78/60 respectively 
patients while the third had systolic pressure 140 but the diastolic pressure was quite 


Cortical hormone (Uber Cortin, das Hormon der Nebennierenrinde). Reichstein, 

vet. chim. acta 19: 29. 1936. 

Seven crystalline substances have been isolated from highly purified and potent extracts 
adrenal cortex. They include two diketones, and three isomeric ketones 
and compound which all the oxygen atoms seem present 
hydroxyl groups. Some these appear identical with substances isolated previously 
and Wintersteiner, and Kendall; which, any, possess biological activity not 
known.—D. 


Addison’s disease following adrenal denervation case diabetes mellitus. Rogoff, M., 
J.A.M.A. 106: 279. 1936. 


The author cites case which attempt had been made benefit diabetic patient 
denervating the adrenals. Addison’s disease developed. The history indicated that this syn- 
drome was superimposed preexisting diabetes surgical intervention with the adrenals. 
The surgical manipulations apparently resulted occlusion blood vessels and degeneration 
the adrenal cortex. course the coexistence diabetes may assumed have been un- 
favorable for possible regeneration the damaged adrenal cortex. The patient was sub- 
acute condition adrenal cortical insufficiency when seen May 12. that time appeared 
that would survive probably not more than about months. died October 18. This 
prognosis was based the existing evidence advanced adrenal cortical insufficiency, indi- 
cating extensive and progressive degeneration the glands. The development ebony colored 
small spots patient with Addison’s disease associated with irreparable damage the 
cortex the adrenals. The gravity the condition was indicated further the repeated 
exacerbations and evidence progressive adrenal degeneration interpreted from the 
costolumbar pressure reaction. The presence this sign Addison’s disease may inter- 
preted evidence active inflammatory degenerative processes the gland. The case 
illustrates the serious danger attempting adrenal surgery for the correction various ail- 
ments supposedly related with disturbed adrenal function. Such supposed relations are entirely 
hypothetical and are not supported tenable evidence. any rate, the surgical procedures 


a 
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that have been employed should not expected permanent benefit, since denervation 
the gland section its nerves usually followed regeneration the nerve supply within 
few weeks. Excision one gland, has sometimes been attempted, subject the same 
criticism, and deprecated. The very fact that alleged benefit great 
variety diseases ought render the practice A.M.A. Service. 


Grafts adrenals from newborn animals into rats (La bréphoplastie surrénalienne chez 
rat). Rutishauser, E., and Guye, Compt. rend. Soc. biol. 121: 1046. 1936. 


Adrenals from newborn rats were grafted into the kidneys adults. The cortex main- 
tained itself and grew certain number cases. The graft gave the reactions for fat and 
lipoids but not the glycogen reaction characteristic hypernephroma. These grafts prevented 
the symptoms adrenal insufficiency following adrenalectomy.—J. 


Nitrogen and sulfur metabolism suprarenalectomized rats. Sandberg, Marta, and 
Perla, Biol. Chem. 113: 35. 


The nitrogen, sulfur, copper, and iron metabolism rats was followed for days 
before and days after suprarenalectomy. The nitrogen and sulfur content the feces 
remained unchanged. Urinary total nitrogen excretion increased from 27% intake 47%, 
with corresponding drop nitrogen retention. The ability the kidney excrete nitrogen 
was impaired the nitrogen concentration the urine fell from 4.9 gm. per 100 ml. 
gm. The increased nitrogen excretion was due chiefly urea the ammonia and uric acid 
remained the same. There was marked increase creatine excretion from mg. daily 
mg. The total urinary sulfur excretion increased from 20% 38% the intake, and the 
neutral sulfur from 8.5% 22%. Copper and iron metabolism were not 


Changes the adrenal cortex the rabbit after prolonged administration insulin 
der Nebennierenrinde des Kaninchens nach chronischer 
Insulinzufuhr). Schenk, F., and Langecker, Endokrinologie 16: 305. 1935. 

Four sexually mature male rabbits received, four-day intervals, dosage unit 
insulin subcutaneously. These were killed different periods ranging from weeks 
more than months. concluded that treatment with minimal doses insulin for from 
weeks months produces definite change the typical structure the rabbit’s adrenal. 
addition the enlargement previously noted Langecker there simplification the 
layers the cortex which now consists lipoid-rich cells extending from the capsule 
the medulla. After treatment for 514 months more this uniformity structure and lipoid 
content diminishes. The gland further enlarged but the previous uniformity replaced 
return the 3-layered condition, which the outer and inner layers consist cells rich 
cytoplasm and poor lipoid. The cells all layers are small and possess well-stained 
nuclei that the entire cortex again appears hyperplastic—W. 


Changes the rat incisor following bilateral adrenalectomy. Schour, I., and Rogoff, 

Am. Physiol. 115: 334. 1936. 

Forty-five young rats were subjected bilateral adrenalectomy. Thirty rats died un- 
complicated acute adrenal insufficiency, dying within period 3-20 days. Eight animals died 
within 1-3 days after operation. all these there were characteristic changes calcification 
dentin the incisor teeth. The characteristic change was the presence globules the 
predentin the middle third the incisor teeth. The predentin’’ was not present 
normal rats but was present animals given large doses parathyroid extract. Post- 
operative dentin stained more deeply with hemotoxylin and eosin than did preoperative dentin. 
Some the ganoblasts showed intracellular globules. The previous suggestion that adrenal 
insufficiency associated with disturbed calcium metabolism and thus with the parathyroids, 
apparently confirmed.—S. Tipton. 


Effects adrenal enervation adrenalin secretion (Effects éloignés 
glande surrénale sur sécretion Sgrosso, A., Compt. rend. Soc. 
biol. 120: 270. 1935. 


The sympathetic tissue innervating the left adrenal gland dogs was extirpated. Subse- 
quently the vein draining this gland was anastomosed with the jugular vein receptor 
dog. The blood pressure the latter was used test for the adrenalin output from the de- 
nervated gland the donor. was found that while denervation the adrenal suppressed 
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reflex secretion adrenalin, secretory response could evoked suitable chemical stimu- 
Cutuly. 


The treatment Addisons’ disease. Snell, M., Proc. Staff Meet., Mayo Clin. 57. 


patients treated with suprarenal-cortex hormone the Mayo Clinic between May, 
1930 and January 1934, had died. Two were admitted extremis; died because they 
discontinued treatment; because inability obtain adequate amounts the hormone 
during the periods crisis, and spite what presumbaly was adequate treatment. 
review apparent that many were lost because they were submaintenance dosage the 
hormone. certain instances, suprarenal insufficiency developed quickly that was ex- 
tremely difficult institute adequate dosage time prevent fatal outcome. this group 
atrophy the gland was encountered autopsy with more than the usual frequency, and 
seems probable that patients with suprarenal tuberculosis are protected some extent the 
survival fragments cortical tissue and cortical adenomas. the living patients, were 
good condition more years after treatment was begun, had been under treatment for 
less than months and were doing well and were poor condition because inadequate 
supplies hormone. Altogether appeared that the hormone had given slight but definite 
prolongation Abst. (Abbreviated). 


Suprarenal atrophy, Snelling, Erb, Pediat. 669. 1935. 


Suprarenal atrophy may due one possible causes: (a) congenital hypoplasia; 
(b) chronic inflammation (tuberculosis, syphilis and simple inflammation); (c) simple 
atrophy the cortex and later the medulla. The latter may due necrosis the cor- 
tical cells caused some unknown toxin. has been known follow acute infections like 
diphtheria and scarlet fever. Those cases resulting from tuberculosis are more numerous than 
those which atrophy the outstanding lesion. The authors report the clinical course and 
autopsy findings old boy, probably the youngest record with this condition 
and discuss the literature. The symptoms presented were marked asthenia, emaciation, weak- 
ness, pigmentation, craving for salt, low blood pressure, blood sugar curve diabetic tend- 
ency and microcardia. Atrophy the adrenal cortex was found autopsy but the cause not 
ascertained. There was temporary improvement adrenalin and continuous intravenous ad- 


Choline factor the elaboration adrenaline. Stehle, L., Melville and 
Oldham, Pharmacol. Exper. Therap. 56: 473. 1936. 


The chemical relationship choline and adrenaline shown. The authors believe choline 
may the precursor both adrenaline and acetylcholine.—E. 


Observations suprarenal-jugular venous anastomosis (Sur quelques particularités ob- 
servées cours d’expériences d’anastomose veineuse surrénalo-jugulaire). Tournade, 
A., and Curtillet, Compt. rend. Soc. biol. 120: 17. 1935. 
The causes unusual effects observed have been traced valvular obstruction, ac- 
cessory veins, blood Cutuly. 


Inhibition absorption after the extirpation the adrenals (Die Hemmung der Fettre- 
sorption nach Extirpation dew Nebennieren). Verzar, F., and Laszt, Biochem. 
Ztschr. 276: 11. 1935. Abst., Chem. Absts. 29: 3015. 


slowing the fat absorption observed rats days after adrenalectomy. olive 
oil absorbed 6-10 hours and the animals usually die 12-24 hours. Feeding bacon fat 
leads only partial absorption and the animals survive. The inhibition absorption 
adrenalectomized rats takes place even when the oil injected directly into the intestine. The 
great toxicity olive oil accounted for the extreme sensitivity the operated animals 
toward organic acids. Citric, formic and ascorbic acids have twice great toxic effect 
normal rats. The processes accelerated fat absorption the intestinal mucosa disappear 
either under phlorizin poisoning after adrenalectomy. 


The suprarenal cortical syndrome with presentation ten cases. Walters, W., Wild- 
and Kepler, Ann. Surg. 100: 670. 1934. 
The records cases which the suprarenal cortical syndrome was present, are re- 
the past years, since the advent active preparations the cortical hormone, 
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patients have been operated on, with operative death from apparently accidental cause. There 
was non-operative death. the tenth case, which operation was performed 1924, the 
patient died what appeared suprarenal insufficiency. This fatality might have been pre- 
vented had active suprarenal cortical hormone been available for temporary use. the 
cases, suprarenal tumors were encountered; diffuse hypertrophy and hyperplasia, and 
suprarenal glands normal appearance. Surgical removal the tumors was followed, 
cases, rapid return normal previously abnormal physical metabolic conditions. Two 
patients with tumor died. The pituitary and pineal bodies these patients were not ex- 
amined; the other, they were examined and found normal, although serial sections the 
pituitary body were not made. Necropsy the cases diffuse hypertrophy and hy- 
perplasia did not reveal (in case operation not performed) abnormality the pituitary body 
ovaries. The patient the third case hypertrophy and hyperplasia recently has been 
operated on, and good condition; the roentgenogram the sella turcica normal. 
the cases which the suprarenal glands were normal appearance operation, the 
patient died home several months after operation. Post-mortem examination the pituitary 
body, Robertson and Kernohan, revealed basophilic adenoma. The patient the other 
case living; the roentgenogram the sella turcica discloses distortion suggestive pituitary 
tumor. would seem, for this experience, that surgical exploration the suprarenal glands 
advisable whenever the syndrome encountered unless definite evidence pituitary tumor 
present. The hazard attending removal tumors, resection large portions hyperplastic 
suprarenal glands has been reduced minimum.—R. Wilder. 


Adrenal insufficiency resulting from partial total atrophy the adrenal glands. Weller, 
Jr., Arch. Int. Med. 57: 275. 1936. 


This review the literature and the report case histories which the adrenal 
symptoms were present over period and years respectively compared adrenal dis- 
ease due tuberculosis which the average duration from months years. The clinical 
aspects are discussed, including both symptomatology and diagnosis early adrenal 
ciency resulting from partial total atrophy the adrenal glands. The features stressed are: 
the existence definite but hitherto considered vague group symptoms, from the time 
onset the termination the destructive process the adrenals; the manifestation 
exacerbations the adrenal insufficiency nausea, vomiting, hypotension, hypoglycemia, 
drowsiness even coma and atypical neurologic signs; the occurrence exacerbations during 
periods physical, emotional endocrine stress; the frequent absence pigmentation, and 
the relief symptoms during the periods exacerbation, all but the terminal stages, 


the biological assay adrenal cortical preparations using white rats and mice. Wid- 
G., Acta. med. Scandinav. 87: 1935. 


Adrenalectomized white rats were exposed temperature for hours the 
third day after operation. the rats, 66% showed drop body temperature more than 
9°C. Normal intact rats rats operated without damage the adrenals showed only 
slight lowering temperature even after hrs. Potent adrenal extracts protected the rats from 
the effects the cold. The extent the fall temperature treated rats prolonged ex- 
posure cold gives indication the activity the 


Effect cortin the secretion adrenalin (Influence cortine sur 
sécrétion). Zunz, and Barre, Compt. rend. Soc. biol. 120: 248. 1935. 


Various doses adrenal cortex extract were injected intravenously into dogs. Relatively 
large amounts the extract produced rise blood sugar which was attributed part the 
simultaneous increase adrenalin Cutuly. 


study adrenal cortex morphology. Zwemer, Am. Path. 12: 107. 1936. 

The adrenal glands normal frogs, mice, rats, guinea pigs, rabbits, cats, dogs, monkeys 
and human beings have been studied. These form the basis for determination the changes 
taking place under variety abnormal conditions. Substances employed effort pro- 
duce specific cortico-adrenal lesions included bacterial toxins, thyroxin, parathormone, adren- 
alin, histamine, mercuric chloride, and extensive body burns. Chiefly from the study carni- 
vores and primates concluded that the morphology the adrenal cortex seems reflect 
the demands imposed body needs. increase hormone over normal requirements 
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shown increase the number storage cells. acute demand discharges the mature 
cells but does not immediately affect the accumulative cell types. Prolonged demands stimulate 
new cell formation, which may may not able counteract the cell utilization the 
discharging 
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Treatment dysmenorrhea with insulin. Altschul, A., J.A.M.A. 106: 1380. 1936. 


the course his use insulin for its metabolic stimulating effect malnutrition 
patient who had always been obliged bed for the first days her menstrual period 
Altschul states that she reported entire absence pain while under treatment with insulin. 
cites other cases which insulin was given for from days before the menstrual period 
with the use insulin, commercial brands and definite modification and 
avoidance pain was effected. With the use insulin, brand there was delay days 
the menstrual period each case, severe headache the vertex and relief from pain. 
the other cases which insulin, brand was given during the attack pain, without 
previous premenstrual medication, complete relief was effected, each one from minutes 
hour. There was severe insulin shock any case, although patient reported sweating 
when more than units was used. However, she did not follow instructions with regard 
the ingestion orange juice and other carbohydrates. was noted other workers with 
insulin, not every brand commercial insulin contains the activating substance necessary 
effective this condition. the group cases reported, most the patients were under- 
weight and had lowered basal metabolic rate. None them showed stigmas hysteria 
psychoneuroses evidence other endocrinopathies. The blood sugar levels, when taken, 
were within normal limits. severe insulin shock was encountered. With the exception 
case, there was pathologic condition the pelvis noted, and even this case with ex- 
tensive intra-abdominal adhesions and previous salpingo-ovarian disorder, there was entire 
absence menstrual pain during the time insulin administration. the cases, 
definite relief was obtained with insulin, either premenstrual during the 
Service. 


Metabolic aspects thyroid-adrenal interrelationship. Barker, B., Fazikas and 
Himwich, Am. Physiol. 115: 415. 1936. 


Using the Haldane open circuit method the effects adrenin the respiratory meta- 
bolism normal, hyperthyroid, and thyroidectomized rats were studied. The rise oxygen 
consumption following the subcutaneous injection 0.5 mg. adrenalin per kilo shown 
normals animals), was augmented after thyroid feeding animals). Thyroidectomy 
animals) decreased this response, but thyroid feeding restored the response these animals 


normal. The thyroid seems concerned the calorigenic response 
Hitchcock. 


Diet relation reproduction and rearing young. Feaster, F., and Nelson, 

Am. Physiol. 115: 147. 1936. 

effort determine whether the failure certain substances maintain lactation 
lay Vitamin deficiency due the absence specific factor required for lactation, 
series diets was tried rats. Young rats fed cereals the sole source Vitamin 
showed high mortality, which was materially reduced the addition autoclaved yeast. 
Combinations Vitamin and preparations were more efficacious than either alone. 
the preparations studied the lowest mortality young was obtained with combination 
activated fuller’s earth preparation Vitamin plus hog liver preparation. With Vitamin 
supplied solely 60% wheat 60% yellow corn mortality young rats was markedly 
duced. Vitamin preparation was ineffective. From data obtained the effects purified 
and preparations appears that new factor may necessary for Haterius. 


Adrenals and pancreatic diabetes (Suprarrenales diabetes Leloir, F., 
Rev. Soc. argent. biol. 10: 216. 1934. 


Extirpation one adrenal and the medulla from the other did not modify diabetes pro- 
duced subsequent pancreatectomy. another series dogs after unilateral adrenalectomy 
the pancreas was removed and the animals were treated with insulin. The second adrenal was 
removed, the blood sugar being low, and insulin was discontinued, the blood sugar rose 
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high levels and glycosuria occurred. subsequent dose insulin was followed fall and 
then rise blood sugar. the last periods adrenal insufficiency the blood sugar was 
lowered insulin subsequent rise was seen.—J. 


Changes the composition and secretion bile during the action certain internal se- 
cretions and vegetative poisons des Gallenchemismus und der 
Gallensekretion unter dem Einfluss einiger Inkrete und vegetativen Gifte). Leytes, 
M., and Izabolinskaya, Arch. exper. Path. Pharmakol. 170: 592. 1933. 
Abst., Chem. Absts. 28: 5868. 


Two-hour observations dogs with chronic biliary fistulas were made after the sub- 
cutaneous injection various substances. Bile secretion was decreased adrenaline, parathyroid 
extract, thyroxine and atropine; was increased insulin (large doses) and histamine (in 
1-hour period) was unchanged variable after pituitary preparations, ergotamine, histamine 
(in 2-hour period). The concentration bile acids was unchanged increased after adrena- 
line, pituitary preparations and insulin (unchanged); unchanged lowered atropine, 
histamine; was unchanged variable after parathyroid and thyroxine. The cholesterol con- 
centration was variably affected only thyroxine; the other preparations and drugs produced 
inconstant effect. None these substances had any definite effect upon the concentration 


Endocrinology and disbehavior disorders children. Lurie, Am. Orthopsychiat. 
141. 1935. Abst., J.A.M.A. 105: 310. 


Approximately 20% the first 1000 children studied the Child Guidance Home 
showed various forms glandular disturbances. 9.3% these cases there appeared 
direct causal relationship between the behaviour disorder presented the child and the 
endocrine disorder. The pituitary was most frequently involved. Mental retardation was most 
often associated with thyroid disturbances. definite correlation could easily established 
between the problem presented the child and the endocrine involvement found 
present. Pituitary dysfunction was frequently present all the cases stealing. small 
group cases, which the problem was one speech disturbance, there were extreme 
motor restlessness and destructiveness. The physical and mental development these children 
was normal. All were found suffering from hypothyroidism. Seventy-one the children 
the series received glandular therapy. 33% the results were good, 50% fair and 
17% poor. Glandular therapy, like all other forms therapy, successful, must based 
correct diagnosis. 


Dysfunctional uterine bleeding. Macfarlane, Catherine, South. 29: 23. 1936. 


This reviews briefly the causes and treatment the condition. not separate and 
distinct disease, but the expression endocrine imbalance. There specific remedy but 
each case must studied and treated 


Effect exclusive diet cabbage the internal organs rabbits. McCarrison, R., and 
Sankaran, G., Indian Research 20: 737. 1933. 


Two groups rabbits, approximately the same initial body-weight, were employed 
this investigation; controls were fed the stock diet use the authors’ laboratory and 
animals were fed exclusive diet fresh, raw cabbage and water. The experiment was 
continued for period months. its conclusion the mean weight the thyroid gland, 
both sexes taken together, was found 97.5 mg. controls and 433.3 mg. those fed 
exclusively cabbage; the mean size the organ was 58.7 mg./kg. body-weight controls 
and 252.2 mg. those fed exclusively cabbage. The differences between the two groups 
are significant and the goiter-producing action cabbage again demonstrated. The thyroid 
enlargement, brought about the cabbage diet, was not associated with any statistically signi- 
ficant change size other organs the body (testes, spleen, adrenals thymus) differing 
this respect from the thyroid enlargement brought about albino rats insanitary con- 
dition. The pituitary body and pancreas were not examined from this point view. The ion 
activity the blood was not altered result exclusive feeding cabbage; nor was 
that the adrenal glands, the spleen, the brain, the kidney and the heart. The liver tended 
more acid but not degree which was statistically significant. The thyroid, the testes, 
the pancreas and the thymus were more alkaline but only significant degree the case 
the thyroid gland and testes. The thyroid gland was the only organ amongst those examined, 
which correlation existed between size and ion Summary. 
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Attempt retard the appearance cancer (lymphosarcoma) strain mice (Essais 
vue retarder cancer (lymphosarcome) dans une lignée sour- 
is). Mercier, L., and Gosselin, Compt. rend. Soc. biol. 121: 125. 1936. 


Repeated alternate injections magnesium hyposulphite and mixture thyroxin, 
adrenalin and anterior pituitary extract had effect the time appearance nor the 
incidence lymphosarcomata female mice.—E. Cutuly. 


Paget’s disease (osteitis deformans) and osteoporosis. Similarity the two conditions 
shown familial background and glucose tolerance studies. Moehlig, 
Gynec. Obst. 62: 815. 1936. 


There high incidence familial diabetes mellitus, familial tallness, and familial 
obesity patients suffering from osteitis deformans. Data cases osteoporosis 
showed diabetic history 40%, 60% had one more members the family who were 
more inches tall, and 90% gave history heavy set individuals the immediate 
family. Weight individuals ranged from 175 250 These data correspond quite ac- 
curately with the familial background disease. cases each disease 
and osteoporosis the glucose tolerance curves were similar, showing diabetic trend curve. 
All patients with Paget’s disease had elevated plasma phosphotase. The plasma phosphotase 
was normal patients with osteoporosis. The pathological condition one stage both 
diseases the same, i.e. osteoporosis. Paget’s disease the process goes hypertrophic 
state with osteoid formation. suggested that the pituitary gland may responsible for the 
diseases, since concerned with skeletal development and carbohydrate metabolism. 
Furthermore, osteoporosis the spine present acromegaly and the pituitary basophilia 
Cushing. both these diseases, hyperglycemia present. Definite improvement case 
Paget’s disease was noted giving carefully measured diet plus 


The intracranial endocrine glands and the hormones the cerebro-spinal fluid (Les 
glandes endocrines intracraniennes les hormones liquide céphalo-rachidien). 
Papadato, L., and Sapkowa, Acta. med. Scandinav. 88: 204. 1936. 


The cerebro-spinal fluid from men and dogs was found exert vasoconstrictive effect 
the capillaries the frog, cause increase amplitude and rate contraction the 
isolated frog’s heart and marked increase the muscular tone pieces small intestine. 
had effect the metamorphosis tadpoles kept tap water alone, with the addi- 
tion The length tadpoles kept tap water plus C.S.F. for weeks 
averaged mm. compared with 24.4 mm. for the controls. The addition 
diminished the effect. The mean weight the tadpoles the tap water plus C.S.F. was 1.60 
gm., while the mean weight the tadpoles tap water was 1.31 gm. The authors state that 
the hypophysis, the pineal, the choroid plexus, the subcommisural organ and the trigone gland 
Pinis are endocrine glands which secrete hormones into the cerebral spinal fluid. The secre- 
tions all the other endocrine glands are barred from the C.S.F. the hematocephalic bar- 
rier. probable that the character the hormones contained the C.S.F. play some part 
the genesis psychic and nervous 


Glycemia and transplantation the endocrine glands (Transplantation des glandes en- 
docrines glycémie). Passek, V., and Rubenstein, Compt. rend. Soc. biol. 119: 
1019. 1935. 


experiments rabbits endocrine glands were implanted beneath the skin and the 
effect the blood sugar followed over periods days. Operative procedure and implan- 
tation muscle had lasting effect. Adrenal medulla, pancreas, liver, pineal, ovary, testis, 
and thyroid reduced the blood sugar while adrenal cortex and hypophysis raised 


Endocrine organ weights and somatological habitus types. Pearl, R., Marjorie Gooch, 
Miner and Freeman, Human Biology, 92. 1936. 


The authors present elaborate statistical analysis the autopsy material derived from 
1272 subjects suffering from mental diseases who were subdivided into the Kretschmerian 
body types. There were found statistically valid differences the various types the weights 
the endocrine organs proportion the body weight. The proportion was highest the 
‘asthenics’ and lowest the ‘pyknics’ regards the adrenals, thyroid, parathyroids, hy- 
pophysis, pineal and gonads while converse relationship maintained for the thymus.—R. 
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The metabolism sulphur and its elimination through the urine after charging the or- 
ganism with thiosulphate (Metalokismus Siry Jeji Vylucovani Moci Zatizeni 
Organismu Thiosulfatem). Pirchan, A., and Casop. lék. 32: 1934. 


The urinary elimination sulphur injected intravenously was followed for several days 
subjects. normal subjects slight fall the oxidized sulphur was found. The whole 
sulphur intake was eliminated hours. The amount injected was cc. thiosulphate, 
about 0.92 gram sulphur. cases Addison’s disease, case exophthalmic 
goiter and case carcinoma duodeni the ratio oxidized sulphur was lowered 60%. 
The exophthalmic goiter patient eliminated more sulphur than was injected. case 
syphilitic hepatitis there was protracted elimination sulphur with maximum the 
third day, the elimination being greater than the intake. atrophic cirrhosis the liver and 
slight diabetes the sulphur elimination curve was normal. 


Technique for studying endocrine activity serum (Technique utilisable pour rechercher 
dans sérum les activités endocriniennes). Richard, G., Compt. rend. Soc. biol. 
120: 444. 1935. 


The vitro addition isotonic endocrine extracts human blood serum reduces its 
natural ability hemolyze sheep blood. This principle used the basis for test which 
the endocrine activity human serum can studied. The test, described detail, said 


The effect urine from baby tadpoles (Influence jeune enfant sur les 
larves Batriciens). Rostand, J., Compt. rend. Soc. biol. 119: 1054. 1935. 
Sixty larve the green frog (rana temporaria) were divided into groups; control, 
exposed urine from adult, and urine from year old child. Ten cc. urine 
was placed 400 cc. water and the tadpoles kept this solution for hours out every 
48. After weeks the tadpoles exposed infant’s urine showed deeper color, greater 


weight, but retarded metamorphosis compared with either the other groups. This strongly 


Progressive lipodystrophy (La lipodystrophie progressive essai pathogénie dien- 
céphalique). Rover, H., Alliez and Paillas, Rev. d’endocrinol. 13: 443. 
1935. 


review the literature given with one detailed case report, that woman aged 
who complained headache. Examination revealed lipodystrophy which, judging from old 
photographs, began age 40. the past decade she had lost kg. Many associated symptoms 
were reported. There was temporary improvement following pluri-glandular therapy with gain 
weight but later this gain was 


Further studies the thymus and pineal glands. Rowntree, G., Clark, Stein- 
berg, Einhorn, and Hanson, Pennsylvania 39: 603. 1936. 


the result intraperitoneal injections the thymus extract (which has now been 
continued the 10th generation) some rats the 5th generation were covered with fur and 
the eyes were opened within hours after birth. Rats the 9th generation have had their 
eyes opened early hours, the animals then weighing gm. Rats the 10th gener- 
ation showed opening the vagina early the 6th day instead between the 55th and 
72nd day. Estrus has been seen early the 9th day. The rate growth the teeth was 
remarkable that the body whole. corollary, thymectomy successive gen- 
erations parents resulted acruing retardation the rate growth offspring. The 
effects both the administration the extract and the removal the gland are concerned 
only with growth and development the early days life. Neither gigantism the one 
hand nor dwarfism the other, permanent. Daily injections with pineal gland extract have 
now progressed the 6th generation parent rats. The result was dwarfism and precocious 
development the offspring. Young rats the generation weigh gm. the 14th 
day whereas the controls weighed gm. the 6th generation there occurred the opening 
the eyes and eruption the teeth animal days old weighing just under gm. The 
great need this work expansion along chemical and clinical lines. The administration 
thymus extract retarded children who have been subjected roentgen-ray therapy the 
thymus infancy will now occupy the attention the 
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Action anti-thyroid protecting substance lactation (Wirkung von antithyreoiden 
Schutzstoffen auf die Milch Sekretion). Schumacher, P., Monatschr. Geburtsh. 
100: 211. 1935. 


The author could not confirm the hypothesis Kustner that there increased milk 
secretion puerperal women following administration antithyroid protective substance. 
studied 150 cases: primiparas, multiparas and hyperthyroids. Thyronorman and 
diiodotyrosin were used and checked normal controls. changes were attributable 
either Stolpman. 


The endocrines gastro-intestinal disorders. Sexton, L., South 28: 724. 1935. 


Consideration the literature and study 125 patients leads the author summarize 
follows. Altered functions the endocrine system cause disturbances the gastro-intestinal 
tract chiefly through imbalance the autonomic nervous system. Those gastro-intestinal 
disorders associated with insufficient gonadal function are greater insignificance and 
occur more often than any other endocrine disturbance. The severity gastro-intestinal 
symptoms found dependent the degree autonomic imbalance and considerable 
extent upon the habitus the patient. Investigations have proved the tendency sub- 
acidity both hypo and hyperthyroidism. Gastro-intestinal hyperirritability the rule 
hyperthyroidism, while obstinate constipation found myxedema. patients with gastro- 
intestinal complaints whom malnutrition exists, low basal metabolic rate should 
considered with great caution indication thyroid deficiency. Mild disorders the 
adrenals and parathyroids are poorly understood, are also any gastro-intestinal symptoms 
that may arise from them. The gastro-intestinal disturbances the well developed adrenal 
and parathyroid disorders are recognized playing prominent Summary. 


Studies the detoxicating hormone the liver (yakriton). 66th report. Effect yakri- 
ton R.A.U. upon blood picture including nuclear shift. Shibata, Tohoku 
Exper. Med. 27: 127; 139. 1935. 


Shibata described the effects injections emulsified yakriton upon the blood picture, 
especially nuclear shift (Arneth-Schilling), rabbits. Rabbits were first subjected Sato 
and Sakurada’s liver function test and classified ability ammonia-detoxication. Two 
groups rabbits were used: group, with low liver ability for ammonia-detoxication, and 
group with high liver ability. Dosage yakriton was Rb.U. per kilo. Blood was taken 
definite time before bleedings, hourly for first hours following injection, and daily there- 
after for week. marked leukocytosis with moderate nuclear shift regenerative 
nature occurred during first hours after injection. Lymphatic cells showed relative de- 
crease number, while the myeloid cells were relatively and absolutely increased. The 
changes were more pronounced the f-classed animals than the b-classed ones. This leuko- 
cytosis with nuclear shift increased both classes for days following injections. Using 
Rb.U. yakriton, the results were 


Daily erythrocyte counts menstrual and intermenstrual periods. Smith, Christiana, Am. 
Physiol. 114: 452. 1936. 


attempt verify reported ‘blood-destroying activity the body’ which appears 
coincident with menstruation, the author’s work leads the conclusions that (1) curves 
plotted for the number erythrocytes possess waves varying lengths with small daily 
fluctuations; (2) correlation exists between the number corpuscles and the total volume 
cells, the hemoglobin content and the number reticulocytes; (3) the part the curve 
during the menstrual period normal women not different from that during the inter- 
menstrual portion the cycle but itself part the whole. These data not support 
the ‘blood-destroying’ Haterius. 


Experiments isolate the antianemic principle the liver. Strandell, B., Acta med. 
Scandinav. suppl. 71: 1935. 


monographic exposition the clinical effects various fractions liver extracts used 
treatment pernicious anemia. Several the fractions studied were very potent evi- 


denced the effect reticulocyte and erythrocyte counts. details the methods 
preparation were given.—J. 
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partially purified liver extract therapeutically effective pernicious anemia. Subbarow, 

Y., Jacobson and Fiske, New England Med. 214: 194. 1936. 

Liver extract was shaken with norit and the adsorbed material eluted from the charcoal 
with 65% ethyl alcohol. The nitrogen content the active substances thus obtained con- 
tained 12-15 mg. and assayed 164,000 G.P. units per 100 gm. liver, compared 
140-180 mg. and 328,000 G.P. units for the commercial extract. The material was shown 


Standards basal metabolism girls (new data) and their use clinical practice. Tal- 
bot, R., Wilson and Worcester, Pediat. 655. 1935. 


New standards are presented the basis study the basal metabolism girls 
private school Boston between the ages and years.—M. 


Some observations the effect drugs the ear vessels the unanaesthetized rabbit 
seen the “preformed-tissue” chamber. Wilson, Helen C., Pharmacol. Exper. 
Therap. 56: 97. 1936. 

Observations were made the blood vessels Clark transparent chambers inserted 
the ears rabbits. Adrenalin, 0.00006 0.3 mg. per kg., caused constriction the largest 
artery, the first and second branchings the artery and occasionally the largest vein the 
chamber also constricted. After the injection adrenalin, the rhythmic contractions the 
arteries ceased during the period constriction. After ergotoxine, adrenalin caused marked 
increase the blood content the small vessels and moderate dilatation the larger ves- 
sels. Pitressin, equivalent 0.5 mg. pituitary powder, caused but little effect the 
large artery but the smaller arteries were first briefly constricted for minutes. The 
rhythmic contractions disappeared for long period after 
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Testicular growth the immature duck stimulated artificial light. Histological study 
(Sur croissance testicule canard immature déclenchée par arti- 
ficiel. Etude histologique). Benoit, Compt. rend. Soc. biol. 120: 1323. 1935. 
Drakes months old were placed brightly illuminated cages for varying periods 

time. Appreciable increase size the testes occurred days later. After period 
weeks the gonads had volume times larger than normal. Histological data were 
obtained from biopsy specimens excised successively from the same testis and were corre- 
lated with the volumetric changes. Augmentation testicular size was paralleled edema 
intertubular connective tissue and expansion blood vessels and lymphatics. Interstitial cells 
increased number (by mitosis) and size; the cytoplasm these cells especially became 
abundant, although the nucleus also showed some enlargement. The tubules increased markedly 
diameter and contained germ cells various stages development; some instances ma- 
ture spermatozoa were present. Differentiation sustentacular (Sertoli) cells invariably pre- 
ceded gametogenesis.—E. Cutuly. 


Indications for the clinical use progestin. Bishop, F., Cook and Hampson, 
Lancet 139. 1935. 


Ruling out other predisposing factors, endocrine therapy may resorted the treat- 
ment functional disorders menstruation and pregnancy. The interrelationships between 
the pituitary and the ovaries form logical basis for the use progesterone. Thus the follow- 
ing conditions were treated with gratifying results; habitual abortion, threatened abortion, 
functional menorrhagia, dysmenorrhea, and uterine 


Effect total hysterectomy upon the ovary the Macacus rhesus. Burford, H., and 
Diddle, Surg., Gynec. Obst. 62: 701. 1936. 


There are many conflicting reports the literature concerning the effect hysterectomy 
upon the ovaries. For purposes this experimental investigation female monkeys (Macacus 
thesus) including mature and immature animals were selected for hysterectomy and the effect 
upon the ovaries studied. These animals were followed for period from 121 217 days. 
impairment ovarian activity could detected vaginal lavage studies, sex skin color 
records, examination the ovaries laparotomy. Except for purely traumatic effects the 


monkey afforded evidence that the uterus exerts any endocrine influence upon the 
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new method biological assay extracts the corpus luteum (Surune nouvelle 
méthode dosage biologique des extraits corps jaune). Courrier, R., Compt. 
Soc. biol. 120: 1263. 1935. 


The essentiality the corpus luteum hormone successful nidation the fertilized 
egg forms the basis for the proposed new method assay that hormone. has been shown 
previously rabbits that the seventh day following successful coitus the zygotes become 
embedded the uterine wall and that the eighth day the points attachment the eggs 
form characteristic dilatations (nidation points) readily discernible macroscopically. The hor- 
mone assayed previously isolated adult female rabbits which have been mated males 
and spayed the sixth day following coitus. Before the ovaries are removed they are carefully 
examined for corpora lutea; their presence indicates that ovulation has occurred. The prepara- 
tion tested injected doses the sixth and seventh days subsequent copulation. 
(Neither the route administration nor the intervals which the injections are made are 
specified.) Examination the uterine horns made the eighth day. The presence ni- 
dation points indicates unequivocal positive action the hormone. The ‘nidation’ unit 
defined and compared with that the Clauberg and the Corner-Allen Cutuly. 


Testicular hormones and Sebright plumage. Danforth, H., Proc. Soc. Exper. Biol. 
Med. 32: 1474. 1935. 


Three closely similar Sebright cocks (full brothers) were observed over period 
years. One caponized, one partially caponized and one unoperated showed, respectively, through 
successive moults, capon, cock and Sebright plumage. This interpreted mean that these 
types plumage are associated with concentrations testicular hormone (including the 
lack it). Another similar cock bearing skin graft from Sebright female was castrated, 
after which feathers both graft and host acquired the capon form. small amount im- 
planted testis from cock-feathered male brought the plumage both graft and host back 
the ‘male’ type. When the output the testis implant was supplemented injection 
beef testis extract, feminized areas appeared the feathers. Stimulating the implant injec- 
tion gonadotropic hormone produced similar result. Finally, replacing the old testis 
fresh one from chick cock-feathered strain resulted nearly complete ‘feminization’ 
new feathers both the host (male) and grafted (female) skin. The data indicate that 
hormonal derivatives from fowl and bull testes can made augment each other their 
effect plumage. They not support the contention that there sharp threshold 
plumage response these hormones with all-or-none Abst. 


Inability testicular hormone masculinize plumage and eye-color female Brewer’s 
blackbird. Danforth, H., and Fisher, Proc. Soc. Exper. Biol. Med. 32: 1115. 
1935. 


Extracts beef testes were prepared the method Gallagher and Koch and injected 
into adult female blackbirds the months March, July and August. Potency the 
extracts was assayed the capon method both before and after the tests. effects were 
detected either eye-color plumage, even when the extract was administered amounts 
relatively from times great found sufficient affect both these characters 
Sebright capons. These negative results and those Danforth and Price with theelin and 
thyroxin make seem probable that sexual differences plumage and eye-color this species 
have been differentiated with reference factors other than the primary sex 
Authors’ Abst. 


The mechanism the action folliculin the male embryo (Sur mécanisme d’action 


folliculine dans embryon male). Dantchakoff, V., Compt. rend. Soc. biol. 
120: 980. 1935. 


drop oil containing follicle hormone was injected into the allantoic sacs chicks. 
The drop was not absorbed for days more. Sex reversal the gonad from male female 
occurred regularly. aqueous solution folliculin was used instead there was rapid absorp- 


tion with little reversal. Long continued action necessary for the reversal effect 


Male hormones and the question accessory substances. Deansley R., and Parkes, 
Lancet 230: 837. 1936. 


The effectiveness androsterone and testosterone may increased with the addition 
oil solution palmitic acid. The effect is, however, not obtained the excess oil fatty 
acid given separate injection another part the animal.—L. 
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Cancer the mammary glands induced male mice receiving estrogenic hormone. 
Gardner, U., Smith, Allen, and Strong, Arch. Path. 21: 265. 1936. 


Though mammary cancer develops spontaneously female mice certain strains 
seldom never occurs males. Six male mice from litter were given weekly subcutaneous 
injections 500 international units estrogenic hormone prepared from the urine pregnant 
women, beginning days age and extending for periods from 100 199 days. Tumors 
were observed mice 173 and 193 days age. This least 100 days before the average age 
appearance tumors the female mice the same strain, and still longer before the ap- 


Development sarcoma male mice receiving estrogenic hormones. Gardner, U., 
Smith, Strong and Allen, Arch. Path. 21: 504. 1936. 


Mammary carcinoma has been observed male mice which mammary tumors not 
normally develop, after repeated injections estrogenic hormones. Spindle cell sarcomas de- 
veloped mice from different litters the C,H strain after subcutaneous injections 
rat units theelin daily for from 102 days, followed weekly injections 500 
international units ketoestrin benzoate for periods from weeks. These sarcomas 


grew rapidly the original mice and also following implantation into other mice the same 


Histidine human urine (Untersuchungen iiber das Vorkommen von Histidin 
menschlichen Harn). Gertler, H., 17: 45. 1936. 
Although histidine could demonstrated the urine more than 90% the gravid 
women studied, this test not suited the diagnosis pregnancy, since does not become 
positive until the later months.—W. 


Sex inversion Teredo navalis and its relation sex ratios. Grave, H., and Smith, 
Biol. Bull. 70: 332. 1936. 


Males are more abundant Teredo than the literature indicates, 50% adults 


and even larger proportion the young are males. Inversion sexes continues throughout 
life the Teredo.—E. 


Modern treatment human infertility. Green, B., Pennsylvania 39: 576. 1936. 


The fact emphasized that all cases childless couples the etiological factors must 
sought both male and female. Such study should result conception from 40% 
apparently barren couples. The usual equipment the average doctor—a microscope, 
cervical cautery, Rubin insufflator and small laboratory equipped for simple analysis can 
work wonders, according the 


Preparation the gonadotropic hormone pregnant mare blood. Gustus, L., 

Meyer, and Woods, Biol. Chem. 114: 59. 1936. 

The gonadotropic material pregnant mare serum was quantitatively recovered ad- 
sorption aluminum hydroxide and elution from this with dilute ammonia. The ammoniacal 
solution was neutralized hydrochloric acid and the ammonium salts removed dialysis. The 
material was made alkaline with and passed through Pasteur-Chamberland L-5 
filter without loss activity. The final solution was adjusted 6.5 with phosphoric acid 
and put ampules. retained its potency several months when kept the ice 


effect the rat antenatal and postnatal administration oestrin. Hain, M., 

Edinburgh 42: 101. 1935. 

Oestrin injected after the sixteenth day gestation quantities from 150 300 R.U. 
into females produced condition partial hypospadias all the living female young. 
This was accompanied incontinence. The same condition developed normal newborn 
females suckled mothers receiving oestrin injections. similar result followed injections 
with the male hormone. The male offspring were entirely normal. These modified females 
have been bred and gave birth normal young. Progestin, anterior pituitary extract and 
extract adrenal cortex produced abnormalities when injected—J. 


Effect upon lactation odphorectomy during pregnancy. (Albino rat). Hain, Annie M., 
Quart. Exper. Physiol. 24: 117. 1934. Abst., Chem. Absts. 28: 7324. 


The experiments indicate that the ovarian hormone secretion not the regulator 
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lactation nor the activator that secretion the anterior pituitary which probably controls 
this function. 


The physiology pregnancy the rat. Further data bearing the prolongation 
pregnancy with study the effects during pregnancy. Hain, Annie 
M., Quart. Exper. Physiol. 24: 101. 1934. Abst., Chem. Absts. 28: 7324. 
The experimental results indicate that unknown principle the anterior pituitary may 
cause pregnancy prolonged. This unidentified hormone acts either directly indirectly 
through the ovaries since unable maintain pregnancy until normal term their absence, 


study ovaries following preoperative administration extract pregnancy urine. 

Hamblen, C., and Ross, Am. Obst. Gynec. 31: 14. 1936. 

Ovarian tissue was studied after removal from women who had been treated with 
A.P.L. pregnancy urine. Doses were 100 400 units, given times daily, total dosage 
being 800 8200 units. The primordial follicles showed little effect, and the chief results are 
described essentially degenerative. Follicle cysts with active granulosa, some ova, increased 
thecal vascularity, and thecal luteinization were thought result some cases. Persistence 
preformed corpora lutea seemed probable. Responses (or fundamental morbid changes) 
differed young and older patients. Ovulation did not occur with certainty. The action 
A.P.L. seemed more characteristic pregnancy than the sex cycle. This leads the authors 
question the clinical value such therapy the non-pregnant woman. The changes 
induced seem temporary.—E. 


Blood iodine content and menstruation (Jodgehalt des Blutes und Menstruation). Haro, F., 

and Regidor, Zentralbl. 60: 922. 1936. 

large number factors are enumerated which are said affect the blood iodine, divided 
into those which increase decrease the level. The authors used modified von Fellenburg 
method 10-15 cc. blood samples, taken 10-14 days before menses, the first day flow, and 
the end flow. (The order these samples not always the same, however.) There 
variation iodine from gamma, with tendency the highest values any case 
during the end the flow. Data are derived from healthy women, one series 
determinations each case. The conclusion that during the menses there increase 


thyroid activity. Basal metabolism data are given for some the cases, with small variations. 
—E. 


Oophorectomy and maintenance pregnancy the rat. O., Proc. Soc. 

Exper. Biol. Med. 33: 101. 1935. 

Removal all foetuses except the 12th 13th day gestation rats permitted 
the remaining foetus carried term after bilateral ovariectomy the removal the 
foetuses was performed such manner leave the placentae intact and situ. Labor was 
impaired such procedures for case was the remaining foetus delivered spontaneously. 
From such experiments the author concludes that the ovaries are not essential for the entire 
pregnancy the rat, provided that only one foetus carried, and that there sufficient viable 
placental tissue present. The author suggests that the placenta may supply 


Reduction litter size and maintenance pregnancy the oophorectomized rat; evi- 
dence concerning the endocrine role the placenta. Haterius, Am. Physiol. 
114: 399. 1936. 


rats which litter size has been surgically reduced one fetus the ovaries are not 
essential during least the last third pregnancy, providing the placentae the removed 
fetuses have been left situ. the absence ovaries under these conditions, however, the 
birth mechanism seriously and perhaps permanently, impaired. From data obtained the 
hypothesis advanced that progestin, principle simulating its action, has its origin the 
placenta, which serves, therefore, auxiliary capacity the ovaries. suggested that 
the degree development this auxiliary capacity may determine, various species, the 
relative freedom from dependence upon ovarian support throughout 
Summary. 


Demonstration and significance the anterior lobe hormones and 100 individual 
cases (Nachweis und Bedeutung der Hypophysenvorderlappenhormone und un- 
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ter Beriicksichtigung von 100 eigenen Fallen). Heimann, F., and Leschnitzer, 

Ztschr. Geburtsh. 112: 23. 1935. 

The Aschheim-Zondek and Friedmann tests were used distinguish the anterior lobe 
hormones the following groups cases: urines pregnancy, gave positive 
positive phase and questionable reactions. the puerperium, gave positive 
and positive phase. abortions there were positive phase reactions and nega- 
tive test. extra-uterine pregnancies, there were positive positive and negative 
reactions. cases endocrine disturbance, the nature which was not specified, there was 
gave positive phase. cases myoma and carcinoma, there were positive and 
negative reactions. inflammatory conditions, specimens gave positive positive 
and negative reactions. During the menopause, 80-90% gave positive 
White. 


Cinemicrographic studies rabbit ovulation. Hill, T., Allen and Kramer, Anat. 
Rec. 63: 239. 1935. 


Female rabbits were mated normal bucks. About hours later lateral abdominal 
incision was made and the ovary one side was extended from the body short distance 
allow fastened chamber. Great care was exercised avoid any damage 
ovarian blood supply trauma the ovary. The ovary was kept submersed with physio- 
logical saline body temperature, and the chamber was closed with cover slip. Pictures 
taken, and observations made the same time show the process ovulation explosive 
nature. clear gelatinous exudate given off followed slight bleeding. Ovulation causes 
reduction follicle Abst., Wistar Bib. Service. 


The gonadotropic hormone the urine men with tumor the testis. Hinman, F., and 
Powell, Urol. 34: 55. 1935. 


This report based 105 cases malignant tumor the testis. these 
hormonal studies were made. The technical methods for detecting and estimating the gonado- 
tropic hormones are fully presented. Tumors the testis are usually embryonal. They produce 
hormones the urine which cause changes the uterine horns and ovaries immature 
mice. such hormones are demonstrated presumptive evidence the malignancy the 
tumor while failure find them strong but not absolute evidence against malignancy. 
definite clinical conclusions can drawn from the varying output the hormone, because 
the relation this the radio sensitivity the tumor and the prognosis has not yet been 


The effect gonadectomy body structure and body weight albino rats. Holt, Helen, 

Keeton and Vennesland, Am. Physiol. 114: 515. 1936. 

study was made the effect gonadectomy body structure, and correlation 
changes with food intake. Twenty-seven rats, each with litter mate controls, were utilized, 
operated days age. Food intake, growth curves and body weight were followed. 
Nitrogen balance was determined, and sacrifice, chemical analysis the carcasses was 
made. Spayed females gained more weight than controls, although the growth curves were 
similar and ultimately maintained greater weight. Weight disparities among males were 
variable and doubtful significance. The total food intake for spayed females was greater 
than normals, but the intake per gram body weight was slightly less. males, sig- 
nificant difference obtained food intake. The females showed increased nitrogen storage 
and the percentage dry matter, nitrogen, ash and fat (including visceral fat) fell within 
the normal range. X-ray examination revealed slight increase skeletal growth limited 
number females examined. was concluded that the increase body weight spayed 
animals due general increase fat deposition, and the authors believe, moreover, that 
gonadectomy the female influences favorably the growth process, presumably through the 
growth hormone the anterior pituitary. Gonadectomy induces neither excessive appetite 
nor Haterius. 


Vaginal cornification induced swabbing and its bearing the rat unit estrogenic 
substance. Hu, K., and Frazier, Proc. Soc. Exper. Biol. Med. 33: 326. 1935. 
The results obtained with vaginal swabbing castrated female rats confirmed the results 

Wade and Doisy, that swabbing alone produced some cornification 78.5% the 
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rats, and considerable cornification over 50%. This cornification, however, appeared after 
longer latent period than that produced estrogenic material, and disappeared despite 
continued 


The application recent theories the treatment undescended testes. Huberman, 
and Israeloff, Pediat. 759. 1935. 


The authors report the results cases undescended testes the daily hypodermic 
injection anterior pituitary-like preparation (follutein) and anterior pituitary extract and the 
oral administration thyroid extract. The dosage thyroid and anterior pituitary extracts 
not stated. The total dosage follutein ranged from 2500 6250 R.U. case, 1500 growth 
units were given place follutein. The length treatment was from weeks months. 
The cryptorchidism was bilateral cases and unilateral Three the boys were poorly 
developed. Complete success was obtained 50% the cases but increase the secondary 
sex characteristics was noted all. Failure may explained the basis mechanical 
developmental irregularities. improvement the psyche was 


Sex reversal amblystoma; VIII. Sex type gonads developed from gonadic primordia 
punctatum implanted axolotl females. Humphrey, R., Proc. Soc. Exper. 
Biol. Med. 33: 102. 1935. 


Right gonadic preprimordia Mexican axolotl embryos were removed and replaced 
corresponding preprimordia punctatum donors. the surviving hosts the gonad 
derived from the transplant proved testis only cases (5.4%) instead the 50% 
expected from the 1:1 sex ration exhibited the donors. concluded that reversal sex 
type gonads punctatum males the general rule when these gonads develop 
axolotl 


Evaluation endocrine therapy primary dysmenorrhea: analysis thirty-nine cases. 
J.A.M.A. 106: 1698. 1936. 


The author states that both estrogenic substance and the corpus luteum principle for the 
treatment primary dysmenorrhea are theoretically convincing. The corpus luteum substance 
(progestin) and its substitute, urinary gonadotropic substance, reduce the sensitivity uterine 
musculature, but best the effect would purely temporary. The estrogenic principle sup- 
posedly removes painful cervical spasm either inducing growth and vascularity the 
hyoplastic cervix (Schultz) correcting disturbances the cervical ganglions (Kennedy). 
Bearing this mind, the author employed both modes organotherapy patients with 
primary dysmenorrhea. The duration the dysmenorrhea prior treatment was more than 
months each instance, and the average duration was years. Ten the patients received 
antuitrin-S subcutaneously every other day doses 200 R.U. cc.) for periods from 
months. Four patients this group experienced relief from dysmenorrhea: one has re- 
mained well for months after withdrawal treatment, and the other had 
painless periods during the course treatment only. The remaining patients this group 
were unaffected the treatment. Sixteen patients were given small oral doses estrogenic 
substances. Ten the patients received complex containing trihydroxyestrin (emmenin) 
doses tablespoonful times daily for periods averaging months. Three patients the 
treated were relieved pain: one has remained symptom free for year following the course 
treatment, and the other were relieved only while the emmenin was administered. The 
dysmenorrhea the remaining patients who received emmenin was unaffected the therapy. 
Six the patients were given commercial preparation containing ketohydroxyestrin and 
trihydroxyestrin (progynon tablets) doses 600 R.U. times daily for periods averaging 
months. One patient was free from dysmenorrhea while under treatment; the remaining 
patients were unrelieved. Thirteen patients were treated with estrogenic substance the form 
hydroxyestrin benzoate (progynon-B) administered intramuscularly doses 5,000 
10,000 R.U. every fouth day for from months. Six were entirely free from pain only 
while the substance was administered and remained symptom free from months follow- 
ing withdrawal treatment. The remaining patients were unaffected the 
Service. 


The gonadotropic hormone pregnacy urine (Ueber das gonotrope Hormon aus Schwan- 
gerenharn). Ito, M., Hajazu and Ueno, Zentralbl. 60: 375. 1936. 
The authors have evidence confirming other reports that the relative amounts follicle 
stimulation and luteinization mouse ovaries produced preparations made from preg- 


é 
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nancy urine depends the methods concentration applied the urine. complete 
separation the effects was obtained.—E. 


Influence the gonadotropic hormone pregnancy urine upon the sexual organs 
young bitches and apes (Der Einfluss des von uns aus dem Harn von Schwangeren 
hergestellten gonadotropen Hormons auf die Sexualorgane der jungeren Hiindinnen 
und Affen). Ito, M., Hajazu and Ueno, Endokrinologie 16: 311. 1935. 

The infantile bitch proved refractory large doses the gonadotropic substance 
pregnancy urine extracted method devised the authors. The adult animal months 
age) reacted readily, however. effect could obtained upon the sexual organs 
infantile female apes even when the extract was administered amount times great 
the weight relationship which effective the 


Synthetic androsterone: Preliminary experiences with its effect seminal vesicles 
castrated male rats. Jacobsen, E., and Christensen, Bibliot. laeger 127: 319. 
1935. Abst., 105: 1730. 


The authors report that compound prepared from cholesterol, made according the 
method Ruzicka and chemically identical with Butenandt’s androsterone, exerted distinct 
effect the growth the seminal vesicles castrated rats, the necessary dosage depending 
the age the animals and the length time since castration. strong regeneration resulted 
from daily dose mg.; mg. daily when administered immediately after castration, 
certain extent prevented castration atrophy. 


Hormonal studies with the ovipositor lengthening reaction the Japanese bitterling. 
Kanter, E., Bauer and Klawans, Obst. Gynec. 31: 764. 1936. 
After 1000 tests the authors warn against using any fish that has not been tested 

eliminate refractory animals. The test positive with estrogenic substances, negative with 

gonadotropic materials. The results are positive with urines from non-pregnant women times, 
and from sexually active males, well with some tumor extracts. The authors believe the 
test may assistance diagnosis abnormal pregnancies, although not test for 

placental hormones.—E. 


Amount progestin corpora lutea cows. Kimura, G., Proc. Soc. Exper. Biol. 
Med. 33: 97. 1935. 
the Corner-Allen procedures the yield progestin from cow corpora lutea was much 
less than the usual yield from sow C.L. (15, against 


Further contribution the knowledge granulosa cell tumors (Weitere Beitrag zur 
Kenntnis der Granulosazelltumoren). Klaften, E., Zentralbl. 59: 514. 1935. 


Four cases granulosa cell tumors are reported. The patients were 20, 24, and 
years age. All these tumors occurred the right ovary. Their sizes are described 
follows: ‘size mandarin orange,’ ‘extending umbilicus,’ ‘about the size goose- 
‘about the size One tumor was associated with fibroma the same ovary. 
Both the younger patients had had amenorrhea for months preceding operation. The 
older had had postmenopausal bleeding for weeks preceding operation. All were treated 
simple oophorocystectomy. Menses the younger patients returned after operation and 
continued regular. There was further bleeding following operation the older 
patients. One the younger patients showed masculine hair distribution. The author does 
not believe these tumors are responsible for the development male 


The action the placenta the suspension the oestrous cycle during pregnancy (Sur 
Compt. rend. Soc. biol. 119: 579. 1935. 


pregnant rats both uterine horns were removed the latter part pregnancy, 11-18 
days. About days later the animals were examined. The mucosa the vagina was type 
found active oestrous not the mucified type characteristic pregnancy. the embryos 
alone were destroyed and the placenta remained intact the vaginal mucosa remained mucified. 
the placenta degenerated, however, the changes characteristic active oestrous reappeared 
the vaginal mucosa. The placenta therefore the organ responsible for the suspension 
active oestrous during pregnancy.—J. 


— 
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Use female bitterling test for male hormone. Kleiner, S., Weisman and 
J.A.M.A. 106: 1643. 1936. 


the attempt determine the cause positive reaction the ovipositor the bitter- 
ling the hormones circulating urines the authors tested many substances, including 
crystalline theelin and theelol well various proprietary hormone preparations, including 
number estrogenic nature. They arrived the hypothesis that the responsible factor was not 
one the female sex hormones but one the male hormones. The anterior pituitary-like 
hormone does not give this test. Fractions containing theelin and theelol, and these crystalline 
hormones themselves, not give this reaction very slight degree. The authors 
recommend the use this reaction new test for male hormone. order that the test may 
used uniform manner all, they suggest procedure and the same time define unit 
follows: One bitterling unit the smallest amount material which, when added 
aquarium containing female bitterlings liters water, will cause marked lengthening 
the ovipositor (to the end the anal fin beyond) least one the within hours. 
Other necessary conditions are: (1) the fish must have been the test aquarium for from 
hours before the suspected material was added, and (2) least half the water used 
should taken from the stock tank. The simplicity the bitterling test should make 
great value the isolation and purification male hormone. should also aid the estab- 
lishment definite clinical diagnosis many endocrine Service. 


The effect male hormone the protein and energy metabolism castrate dogs. Kocha- 
kian, D., and Murlin, Nutrition 10: 437. 1935. 


Male hormone prepared from urine produces the following definite results adult 
male castrate dogs. marked drop urinary nitrogen with subsequent increase which are 
both due changes urea nitrogen. Other constituents show significant changes. Creatine 
not excreted castrate dogs creatine-free diet. The decrease urinary nitrogen 
does not begin until the first day after the injection. After reaching maximum, further injec- 
tions only maintain the decreased protein catabolism this level. The nitrogen retained 
only partly excreted fat castrate and almost completely retained thin castrate. 
more efficient use small repeated doses than single doses. The heat production 
thin castrate dogs not affected while that fat castrate dog was raised slightly, 10%, 
after repeated injections. The fat metabolism increased, the protein metabolism decreased 
and the carbohydrate metabolism not affected the thin dog, but decreased the fat 
dog. The weights the dogs show significant but not large increase during injection, and 
prompt return the pre-injection level Abst., Wistar Bib. Service. 


Crystal form and melting-point the follicular hormone (Uber die Krystallformen und 
Schmelzpunkte des phi-Follikelhormons). Kofler, and Hauschild, Ztschr. phy- 
siol. Chem. 224: 150. 1934. Abst., Physiol. Absts. 20: 150. 


Starting with the International Standard for the oestrus-producing hormone (Nat. Inst. 
Med. Res., London), the crystal forms takes were studied. The chemical identity 
the shown the fact that from any one modification possible obtain the two 
others micro-sublimation with appropriate seeding. The forms are: (1) The rhombic 
metastable; this form has only slight double refraction; m.p. under the microscope 256° 
(2) The monoclinic metastable; high double refraction; m.p. under the microscope 256° 
(3) The rhombic stable; still higher double refraction; m.p. under the microscope 259° 
was not found possible obtain the rhombic stale form, but only the other forms, from 


solution. Other preparations the oestrus-producing hormone were also studied, such 
perlatan, menformon, etc. seems possible that the presence these crystal modifications may 
explain partly explain the differences the melting-point observations (made the 
ordinary macroscopic method) recorded different workers. 


The assay fat-soluble androsterone-diol. Korenchevsky, V., and Marjorie Dennison, Bio- 
29: 2122. 1935. 


Androstane-diol, prepared reduction androsterone, was tested young castrate 
male rats. The daily dose required produce 50% increase the total weight prostate 
and seminal vesicles was 0.02 mg. The diol therefore times active androsterone 


the rat (and times active the differs from androsterone also stimula- 
ing the growth the seminal vesicles more than that the prostate—D. 
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The effects water-soluble preparations androsterone and androsterone-diol cas- 
trated rats. Korenchevsky, V., Marjorie Dennison and Simpson, Biochem. 29: 
2131. 1935. 

The water-soluble lithium salts the monosuccinic ester androsterone, and the 
diol obtained therefrom reduction, were assayed young castrate male rats. The 
action the water-soluble complexes was found similar that the respective free 
substances, but feebler. The water-soluble diol was found more active than water- 
soluble androsterone; the latter also had relatively more effect the prostate and less the 
seminal 


1936. 

The paper includes critical review the Kapeller-Adler, Weiss and Seidmann methods 
for the detection histidine urine. All methods were tested and the author reached the 
conclusion that the Seidmann method was the most satisfactory because the color reactions were 
not masked pigments present the urine. Tests were made the urine from male, non- 
pregnant female, early and late pregnancy subjects, and also from women during the puer- 
perium. The conclusions Seidmann and Stern, that the histidine test was valueless 
means detecting pregnancy, particularly the early stages, were 


Progessive modifications the mouse uterus caused prolonged action estrone (Modi- 
Lacassagne, A., Compt. rend. Soc. biol. 120: 1156. 1935. 

Weekly doses 300 international units estrone administered mice for periods from 

584 days caused hyperplasia and subsequent invagination the uterine glands. After 

200 days almost all the uteri examined presented adeno-cystic appearance. Eventually 

the uterine wall underwent generalized fibrosis. The uteri the mice from strain which 
developed spontaneous mammary adenocarcinomata underwent the modifications mentioned 
more quickly than did those from non-carcinomatous Cutuly. 


Gonadotropic hormones the treatment sterility man. Lloyd, E., Lancet 230: 

474. 1936. 

has been established that normal descent the testes into the scrotum closely associ- 
ated with the gonadotropic hormones the testes. Two cases are presented young men both 
years age, married and years respectively, childless despite the fact that contracep- 
tives were used. Physical findings were essentially negative. These patients were treated with 
100 rat units Antuitrin administered subcutaneously weekly intervals. both cases the 
number sperm increased quality and improved administration the gonadotropic 
hormone. Treatment was followed both cases pregnancy the wife leading the birth 
normal full term child.—L. 


Endocrine therapy benign prostatic hypertrophy. Lower, and McCullagh, 

Clin. North America 19: 1949. 1936. 

Experiments animals indicated that prostatic hypertrophy may result from endocrine 
imbalance. Our knowledge endocrine influences prostatic activity seems indicate that 
the imbalance may the result failure the testes produce adequate quantities inhibin. 
The authors treated cases benign prostatic hypertrophy with testicular preparation and 
63.1% the patients were relieved symptoms.—I. 


Some effects prolonged administration oestrin rats. McEuen, S., Selye and 
Collip, Lancet 230: 775. 1936. 


Six castrated female rats initially 3-4 months old, received daily subcutaneous injections 
30y oestrone, dissolved corn oil for 331 days. Daily oestrus was maintained during this 
period. The animals were sacrified after further days, during which time all but had been 
either left untreated were injected with solutions crystalline progesterone (corpus luteum 
hormone) and either case had returned more less rapidly anoestrus state. The 
progesterone-treated animals did not differ materially from those which all treatment had been 
discontinued. The post-mortem observations showed hypertrophic fibrosis and squamous meta- 
plasia the epithelium present cases. The pituitaries were enlarged all cases; 
large cavernous adenomata were present showed small adenoma the intermediate 
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lobe. Vacuolization the posterior lobe was noted several instances. The adrenals were 
enlarged cases, and these cystic adenoma the cortex was found. Five male rats, 
which were castrated, received similar daily injections oestrone for period 344 
days. The testes, penis, seminal vesicles and prostate showed marked atrophy. The pituitary was 
enlarged most cases.—L. 


Arrhenoblastoma: special type teratoma. McLester, B., Arch. Int. Med. 57: 
1936. 


The case reported occurred married woman whose chief complaints were hoarse- 
ness, lump the abdomen, and unusual growth body and facial hair. The hair the 
face ultimately required shaving every day. The body hair was masculine type and the 
secondary sexual characteristics were likewise tending toward the masculine. operation 
tumor the size large grapefruit apparently originating the right ovary was found. The 
postoperative results were excellent. about the tenth day the voice was again high 
pitched and within month normal menstrual period began. Four months later was noticed 
that the body hair was disappearing. year after the operation the patient continued improve 
with gradually returning female secondary sexual characteristics. The pathological diagnosis 
the tumor was that special form teratoma that falls into the group previously 
reported cases arrhenoblastoma. consisted chiefly testicular interstitial cells and em- 
bryonic mesodermal fibrous tissue but also contained tissue which not found the gonads 
either 


Bipartite ovaries. Mollison, Australia 471. 1936. 


description given patient, years old, who possessed addition each normal 
sized ovary, another ovary similar size each side, joined band mm. thick 
each normally situated ovary. The patient was pregnant the time and possessed normal 
corpus luteum pregnancy. All the other ovaries showed scars ordinary corpora lutea. The 
patient had commenced menstruate years. The discharge had always been profuse, but 
never seriously so. The author was unable find any previous references the literature 
similar condition.—G. 


Hormonal regulation glycogen storage the female (Zur Frage der hormonalen 
Steuerung der Glykogenspeicherung weiblichen Organismus). Miiller, 
krinologie 17: 36. 1936. 

Employing carmine stain, glycogen was demonstrated typically present the 
mucosa the rat’s uterus which had been brought artificially the pre-gravid condition. 
Castrated rats which had been treated with folliculin alone never showed glycogen. sug- 
gested that the presence glycogen the endometrium may used ‘corpus luteum 
reaction’ supplement the Clauberg 


Granulosa cell tumors the ovary. Novak, E., and Brawner, Am. Obst. Gynec. 
28: 637. 1934. 


The authors report clinical and pathological studies cases. The age incidence 
decades these patients was: first second third fourth fifth 12; sixth 
seventh Bleeding was observed the prepubertal cases and all the post-meno- 
pausal ones. Hyperplasia the endometrium was encountered the menopausal cases 
which endometrial studies were made. The menses were abnormal the studied patients 
the active sex period, being irregular and prolonged profuse all but who exhibited 
varying intervals amenorrhea. Other biologic effects these tumors included stimulation 
structure and function breasts and production sexual precocity and partial sexual 
rejuvenation postmenopausal patients. These effects were attributed the secretion 
folliculin and, some cases, progestin the stromal and granulosal elements the tumors. 
The occasional occurrence virilism and hirsutism was not explained. The authors believed 
that these tumors are more malignant than generally reported; cases showed un- 
mistakable clinical evidence malignancy.—E. 


The action ovarian follicular hormone the menopause, indicated vaginal smears. 
Papanicolaou, N., and Shorr, Am. Obst. Gynec. 31: 806. 1936. 


Technique described which women may prepare smears from vaginal secretion, 
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which are used guide the action ovarian hormone preparations used treatment 
natural surgical menopause. Amniotin and progynon-B were used subcutaneously and 
orally. When treatment adequate the vaginal smear transformed from that characteristic 
the menopause one type seen the height follicular phase the normal menstrual cycle. 
Intermediate stages are described. Excellent photomicrographs show the cell types. The com- 
plete change parallel symptomatic relief from climacteric complaints. The changes are 
reversible with reduced interrupted therapy, and such times brief bleeding usually occurs, 
probably analogous post-ovulatory bleeding. Vaginal biopsies confirmed the findings from 
smears, showing that under estrin treatment the epithelium hypertrophies, with superficial 
cornification. The method therefore furnishes objective guide treatment the menopause. 
The doses necessary were from 250 3000 rat units 


The influence menformone upon ocular pressure. Palles, C., Nederland. tijdschr. 
geneesk. 78: 4186. 1934. Abst., Chem. Absts. 28: 7323. 


The subcutaneous injection the female sex hormone markedly and permanently lowers 
the increased intra-ocular pressure glaucoma. Experiments were made series 
patients, each, having simple chronic glaucoma. control series only the solvent was 
injected; men this caused slight rise pressure while women was without effect. 
The action the hormone was more intensive and lasting women than men; was 
obtained women even with 100 M.U. whereas men there was distinct lowering only 
those who received 1000 units. 


The sterility rabbits produced injections oestrone and related compounds. Pincus, 

G., and Kirsch, Am. Physiol. 115: 219. 1936. 

study the sensitivity cleaving ova various oestrone concentrations was 
found that cleavage stages are insensitive fairly large doses oestrone over day period. 
The embryos died early blastocyst stages, the period maximum susceptibility oestrone 
sterilization occurring during the 3rd and 4th days post coitum the time germinal vesicle 
formation. Large doses oestrone (up 3000 R.U.) before mating did not prevent ovula- 
tion. Ova cultured vitro medium containing oestrone and oestriol underwent cleavage 
stages normally. Ova transplanted into the fallopian tube rabbits heat underwent normal 
cleavage but died early blastocyst stages. Implantation was entirely prevented daily in- 
jections 150 R.U. oestrone oil days and post coitum, and was reduced 
injection smaller quantities. Injections days and were without effect. Oestrone oil 
was more effective than aqueous alkaline solution. Dihydro-oestrone was approximately 


three times effective oestrone preventing implantation. Oestriol was 
Haterius. 


Experimental studies the nuptial pads male Triturus viridescens. Pomerat, M., 
Biol. Bull. 70: 50. 1936. 


Autoplastic transplants the femoral pad newts persisted unchanged after more than 
300 days. These transplants all responded whole pituitary extract hypertrophy and 
pigmentation. Homoiotransplants the femoral pad did not remain unchanged for more than 
days and did not respond pituitary 


Some structural and functional features rabbits’ uteri following prolonged oestrin ad- 
ministration. Reynolds, M., Anat. Rec. 62: 269. 1935. 


Six rabbits injected daily for 108 days with total 6000 8350 r.u. amniotin 
were used. Uterine fistule were prepared before termination the injection period. the 
last day, records motility the unanesthetized rabbit were obtained well the response 
pitocin. Following this, rabbits received 1.5 Rb. progestin and one control rabbit 
1.0 Rb. Sections uteri were obtained and studied. After oestrin the rabbits showed 
marked involution the uterus with poor vascularization. These same rabbits showed 
uterine motility but some response pitocin. Two others showed large, hyperemic uteri and 
marked rhythmic motility. There were very responsive pitocin. The two remaining rabbits 
occupied intermediate positions regards the degree vascularity and motility. Since the 
involuted uteri became proliferated with progestin, the endometria were still sensitized 
oestrin after the injection period. The possible causal relationship between motility and 
vascularity Abst. 
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The Aschheim-Zondek test for pregnancy. Ruediger, California West. Med. 44; 
157. 1936. 


The author found that rabbits from months old reacted better the pregnancy 
hormone than did younger older rabbits. False positive results were not obtained with urine 
from normal men and from normal nonpregnant women. Urine from more than 100 pregnant 
women all gave positive results. Urine from pregnant women year after having been voided 
lost 20% its original titer. Positive results were obtained with urine from men and women 
suffering from various pathological conditions, except hydatidiform mole and chorio- 


syndrome suggestive estrogenic deficiency. Schneider, Am. Abst. Gynec. 
31: 782. 1936. 


Syndromes resembling the climacteric occur frequently young women with disturbances 
menstrual cycles fertility. Correction the symptoms large portion cases 
estrin therapy leads the belief that the syndrome due deficiency estrogenic 
Therapy was with emmenin, one dram three times daily, reénforced not successful am- 
niotin oil, 8,000 32,000 international units parenterally. many cases the menstrual 
disturbances have also been relieved. cases pregnancy 


case undescended testes successfully treated with antuitrin Sippe, Aus- 
tralia. 787. 1935. 


male child, years old, with testis the inguinal canal and the other not palpable 
described. total 1950 R.U. antuitrin-S was injected days, and this time 
both testes had descended into the scrotum. One month later the testes were found still 
the scrotum which had enlarged.—G. 


Recrudescence ovarian function after heavy irradiation. Smith, van S., New England 
Med. 214: 725. 1936. 


Two cases are reported which cyclic uterine bleeding recurred after treatment with 
6000 and 5400 mg. hours radium respectively. This dosage usually sufficient cause 
permanent amenorrhea except cases granulosa-cell tumor. both cases, curettage in- 
dicated functioning endometrium and therefore ovarian activity. The finding corpus luteum 
effect after long period quiescence taken presumptive evidence for the new develop- 


The relation chronic mastites certain hormones the ovary and pituitary and 
coincident gynecological lesions. Part II. Taylor, Jr., Surg., Gynec. Obst. 

62: 562. 1936. 

series 261 cases represented this study. these there were 183 the so-called 
painful breast, cases general hypertrophy (painless enlargement), and cases with 
abnormal secretion from the nipple. From this extensive series typical cases were selected for 
hormone studies based the following types analysis: urinary excretion estrin; Frank 
and Goldberger blood estrin; urinary excretion prolan; Fluhmann test for serum prolan; 


examination the endometrium. specific hyper hypofunction the ovary was demon- 


The physiological activity synthetic male sex hormone (Die Physiologischen Wirkungen 
des Kiinstlichen Sexualhormons, Androsteron). Tschopp, E., 
Wehnschr. 14: 1064. 1935. 


The atrophic comb capon was increased tenfold size and restored its normal 
histological appearance local applications for days 1:1000 solution synthetic 
crystalline androsteron (m. 183°). The comb castrate hen was similarly increased five- 
fold size that was indistinguishable from that male. Local therapy was found more 
effective than the oral subcutaneous routes. Atrophic seminal vesicles castrated 
rats were completely regenerated and returned normal functional activity synthetic 
androsteron subcutaneous doses 0.02 0.2 mg. daily for weeks. The synthetic substance 
was likewise substituted successfully for naturally occurring male sex hormone the electrical 
ejaculation test (Batelli) castrate guinea pigs, and was effective reviving the activity 
and sex-interest castrated male rats, mice and fish. concluded that synthetic crystalline 
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androsteron possesses all the physiological properties the naturally occurring male sex 
hormone which recovered from 


Changes tissue metabolism oestrual, dioestrual and spayed rats. Victor, J., Dorothy 
Andersen and Margaret Prest, Am. Physiol. 115: 121. 1936. 


means the Fenn differential volumeter the consumption and R.Q. liver and 
kidney oestrual, dioestrual and spayed rats were studied. There was significant change 
the R.Q. nor the consumption kidney. The consumption liver was highest 
oestrual intermediate dioestrual and lowest spayed rats. infected rats both the con- 
sumption and R.Q. the liver was Hitchcock. 


Cornification vaginal epithelium ovariectomized rats produced smearing. Wade, 
J., and Doisy, Proc. Soc. Exper. Biol. Med. 32: 707. 1935. 


The daily examination the vaginal contents series spayed rats revealed that 
frequent smearing alone the moist cotton swab method can produce complete cornification 
the treatment continued past the usual assay period. The usual smear observed when the 
animals were examined once daily changed occasionally reading and after 
the third day the animals were examined twice daily. When the vaginal smears were made 
times daily about 25% the animals showed full smears the third fourth day 
treatment. Sections from the vagina revealed progressive increase thickness the epithe- 
lium 6-12 cell layers. Other manifestations estrus were not observed. This response 
was elicited alike rats 4-8 months age, animals high vitamin diet, recently spayed 
animals well those used previously for assay purposes, and hypophysectomized rats. 


smaller group mice responded with similar though less extensive hyperplasia the 
vaginal Abst. 


Observations the treatment dysmenorrhoea with the placental extract 
Watson, Canad. 32: 609. 1935. 


Emmenin was used association with various hygienic and ‘building up’ measures. Forty- 
nine patients have experienced complete relief from pains and associated symptoms; 
this group have had return symptoms after period months without emmenin. 
Twenty-seven patients experienced relief degree which enabled them overlook the re- 
maining discomfort. cases which relief was obtained, actual loss time was 
minimized the administration grain doses amidopyrine with 1/100th 
grain tropine Summary (Abbreviated). 


Excessive uterine bleeding functional origin. Wilson, L., and Kurzrok, Am. Obst., 
Gynec. 31: 911. 1936. 


There are types functional bleeding discussed, and illustrated case histories and 
photomicrographs endometrial biopsies, confirming reports others demonstrating that 
flow may come from various types endometrium. Results show also that cystic and glandular 
hyperplasia may lead bleeding, but that after the bleeding has been stopped the endometrium 
continues show this lesion. The types are called puberty, maturity, preclimacteric, ovula- 
tion, and anovulatory (cyclical) functional bleeding. theory postulated explain the ‘in- 
dependence’ flow type endometrium. This calls for anterior pituitary bleeding 
factor acting directly the endometrium, the production which stimulated the estrin, 
and inhibited counterbalanced action progestin. Results treatment with pregnancy 


urine extracts are discussed, with evidence that long periods amenorrhea are produced with- 
out 


Treatment functional disturbances menstruation young women light doses 
x-ray applied the ovaries and hypophysis (Traitment des troubles fonctionells 
menstruation des jeunes femmes par faibles doses rayons appliques sur les 


ovaires Wittenbourg, W., and Porkhovnik, Rev. gynéc. 
30: 1003. 1935. 


Treatment menstrual disorders women, aged 39, with light doses x-ray 
the pituitary and ovaries was reported 117 cases. The types menstrual disorders were 
primary and secondary amenorrhea, hypo and hypermenorrhea and sterility. The duration 
symptoms varied from months years, the longer the symptoms, the poorer the results. 
The technique application x-rays was briefly outlined. The theories explain the 
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action the x-rays were discussed but satisfactory explanation found. the 117 patients 
treated, were well, improved and obtained result. Secondary disturbances 
sponded better than primary. the hypomenorrheas caution advised the dossage, not 
transform the hypomenorrhea amenorrhea. cases pregnancy followed the 
these, had had primary sterility for years and the others secondary sterility for 
years. was concluded from the literature and from the results obtained that mild x-ray 
treatment does not injure the future fetus. The infrequent and scanty menstruation responded 
better radio-therapy than the amenorrheas. Amenorrheas patients over years were not 
successfully treated. Associated symptoms such obesity and hypertrichosis were frequently 
improved. knowledge both radiology and gynecology are essential successful 


Reaction the ovaries mature female rats injections oestrin. Wolfe, M., Proc. 
Soc. Exper. Biol. Med. 32: 757. 1935. 


Twenty-five mature female rats received daily injections 200 rat units oestrin for 
days. The ovaries these animals contained corpora lutea which were definitely larger than 
those found the ovaries normal female rats; they were equal size, however, the 
corpora lutea rats killed during the latter half pregnancy. All corpora lutea were meas- 
ured with micrometer eye-piece. normal rats the mean product the diameters was 
0.9 mm. both the pregnant rats and those receiving oestrin the mean products the 
diameters the corpora were 2.6 mm. The vaginae most rats receiving oestrin were either 
definitely mucified stratified, showing evidence early mucification. was concluded from 
these experiments that oestrin stimulates the luteinizing factor the anterior 
Abst. 


Effect male hormone (androsterone) injected into chick embryos. Experimental produc- 
poulet. Production expérimentale d’intersexués). 


Interpretation results obtained with synthetic androsterone injected into chick embryos 
(Interprétation des résultats obtenus cours des expériences d’injection d’andros- 
térone synthétique aux embryons poulet). Wolff, E., Compt. rend. Soc. biol. 
120: 1312; 1314. 1935. 


Results obtained with varying amounts androsterone placed the chorion chick 
embryos between the 3rd and days incubation are described. Doses the hormone 
excess 0.35 mg. caused transformation all genetic females into intersexes. paradoxical 
effect was obtained some instances with genetic males, these being likewise transformed into 
intersexes. believed that the preparation employed contained impurity whose action 
simulated that the female sex Cutuly. 


The structure gonads different intersex types following injections male chick em- 
bryos with folliculin (Sur structure des glandes génitales différents types d’in- 
tersexués obtenus par injection folliculine aux embryons poulets males). Wolff, 
E., and Ginglinger, Compt. rend. Soc. biol. 120: 116. 1935. 


The genital organs showed anatomical and histological gradations from almost normal 
testes testes completely transformed into Cutuly. 
Abnormalities and plastic surgery the lower urogenital tract. Young, Urology 
35: 417. 1936. 


Thirty-one cases are discussed, which have endocrine interest. Ten these were 
pseudohermaphrodites, true hermaphrodites, and the others associated with enlargement 
the adrenals changes other endocrine glands.—J. 


HYPOPHYSIS 


Preparation the fat metabolism hormone the anterior hypophysis (Zur Darstellung 
des Fettstoffwechselhormons des Hypophysenvorderlappens). Anselmino, K., and 
Hoffmann, Endokrinologie 17: 1936. 


Watery extraction from the pituitary glands preferred the authors. This followed 
precipitation with volumes 96% alcohol. After centrifuging the precipitate re- 
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dissolved water. The hormone obtained from blood from urine alcoholic precipita- 
tion. Other methods preparation ultrafiltration and isoelectric precipitation are de- 
scribed. Activity the fat metabolism hormone retained for least months the 
dried powdered gland kept the dark. neutral watery solution activity persists for several 
weeks. The hypophysis the sheep gives the largest yield; that the pig the least; cattle 
are 


Hypophysectomy and artificial illumination the male duck (Hypophysectomie 
éclairment artificiel chez canard Benoit, Compt. rend. Soc. biol. 120: 
1326. 1935. 

Previous studies which have demonstrated that marked gonadal stimulation induced 
immature drakes exposed intense artificial light have led the author believe that such 
activation effected way the hypophysis. prove this immature ducks were hy- 
pophysectomized and exposed bright illumination. While the testes controls showed the 
usual precocious development, those the hypophysectomized animals underwent regressive 
changes both the tubular and interstitial Cutuly. 


Effects extirpation the superior cervical ganglion the pituitary gland rabbits 
(Effets ganglion cervical supérieur sur glande pituitaire chez 
lapin). Collin, R., and Hennequin, Compt. rend. Soc. biol. 121: 81. 1936. 

One both superior cervical ganglia were removed number adult male and female 
rabbits. Two days later the animals were killed and their pituitaries were studied histo- 
logically. was found that the sympathectomy had caused persistent capillary vasodilation 
the entire neuroglandular complex; rapid disappearance eosinophiles; copious excretion 
colloid into the blood vessels, interstitial spaces and infundibular recess. Both the anterior and 
intermediate lobes presented general basophilic Cutuly. 


Effects produced the pituitary gland rabbits excitation the superior cervical 
ganglion (Effets ganglion cervical supérieur sur glande pituitaire 
chez lapin). Collin, R., and Hennequin, Compt. rend. Soc. biol. 121: 84. 1936. 


The various types cells the anterior pituitaries rabbits whose superior cervical 
ganglia had been electrically stimulated for hour stained more intensely and with 
greater contrast than did those untreated animals. The cells the intermediate lobe were 
densely packed with basophilic granules. These effects are interpreted indicating in- 
creased intracellular secretion ‘charging’ the anterior and intermediate lobe cells. The re- 
sults are discussed with reference double innervation the hypophysis. believed that 
variable equilibrium between the tonus sympathetic and hypothalamic fibers plays 
important hypophyseal secretory Cutuly. 


Subclinical adenoma the pituitary gland. Costello, T., Am. Path. 12: 205. 1936. 


The author shows that small adenomas the anterior lobe the pituitary gland, instead 
being relatively rare pathological curiosities, occur with considerable frequency, since they 
were found 22.5% series 1000 unselected cases. further shown that adenomas 
the pituitary body, like adenomas elsewhere, occur with increasing frequency age ad- 
vances. The majority these adenomas, irrespective type, are entirely benign, give 
recognizable clinical symptoms, and are found only detailed examination the gland 
autopsy. This seems justify the term ‘subclinical adenoma’ applied 


Effect oestrin the pituitary gland. Cramer, W., and Horning, Lancet 230: 1056. 
1936. 


The prolonged application oestrin results functionally condition closely resembling 
that following hypophysectomy. Morphologically produces hyperplasia the anterior lobe, 
which, however, the chromophil cells are diminished, that the enlarged anterior lobe con- 
sists mainly chromophobe cells. the assumption that chromophil cells are responsible 
for the production specific hormones the anterior lobe, the general condition hypopitui- 
tarism and extensive changes other endocrine organs produced oestrin find their ex- 
planation the disappearance the chromophil cells the anterior 


posthypophyse). Donnet, V., Compt. rend. Soc. biol. 121: 65. 1936. 


The oxytocic action post-hypophyseal extract rabbit uterus suspended Tyrode’s 


| 


718 HYPOPHYSIS Volume 


solution was slightly enhanced small quantities folliculin but inhibited large amounts. 
About times more hypophyseal extract was required induce vitro contraction the 
uterus rabbit previously treated with large doses folliculin than was necessary before 
such treatment.—E. Cutuly. 


The antagonism between posterior lobe pituitary hormones and insulin. Ellsworth, C., 
Pharmacol. Exper. Therap. 56: 417. 1936. 


Insulin, unit per kg., was found produce consistent fall about mg. the 
blood sugar dogs and was injected all experiments. The administration 0.1 unit 
per kg. 20, and minutes after the injection insulin prevented the 
resulting hypoglycemia. Larger doses produced hyperglycemia spite the 
insulin. Postlobin-V, 0.1 unit per kg. did not change the blood sugar curve produced 
insulin. Larger doses postlobin-V did cause some variations but these may due the 
circulatory changes induced.—E. 


Demonstration the difference between “male hormone” extracts from urine and from 
testicles hypophysectomized rats. Freud, J., Acta Brevia Neerland. Physiol., Pharma- 
col., Microbiol. 145. 1934. Abst., Chem. Absts. 29: 2221. 


One group hypophysectomized rats was injected with male hormone from bull testicles, 
parallel group receiving the same plus mouse units crystalline menformone. like 
test was made with male hormone from urine. From the resulting weights the prostate 
and other accessory glands and from previous results, the author concludes (1) that the male 
hormone testicular extracts differs from that urine, (2) that testicular extracts contain 
co-substance more active promoting smooth-muscle hypertrophy than menformone (3) 


that both (1) and (2) are true. Urinary preparations have less therapeutic value than testicular 
extracts. 


The influence the urine pregnancy the surviving rabbit uterus (Ueber den Ein- 
fluss von Schwangerenharn auf den iiberlebenden Kaninchenuterus). Fukushima, K., 
and Kameda, Zentralbl. 60: 378. 1936. 


Uteri were tested with urine from women different stages pregnancy, and with 
other urine specimens, with ovarian hormone preparations, and with posterior pituitary 
extracts. The authors present kymograph tracings illustrate their conclusions that near 
term there appears the urine substance which increases tonus and contractions, with 
marked similarity posterior pituitary 


The so-called hyaline bodies herring the posterior lobe the hypophysis. Gersh, 
and Tarr, Anat. Rec. 63: 231. 1935. 


The so-called hyaline bodies herring the posterior lobe the hypophysis are 
artifacts. They represent least part the homogeneously distributed protein that in- 
filtrates uniformly the glial network the fresh pars nervosa. This stainable material consists 
part identifiable protein having the extractabilities albumin. The extractability 
this evenly distributed material differs from that the potent pressor-activity principle; 
and both substances can separated from each other very completely several additional 
methods. The post-mortem artifacts which are visible sections after the application the 
usual fixatives hyaline bodies therefore not represent any sense the precursor 
the pharmacodynamic substances extractable from the posterior lobe represented the 
pressor Abst., Wistar Bib. Service. 


Effect pituitrin injection rabbits serum osmotic pressure and blood picture. Gil- 
man, A., and Goodman, Proc. Soc. Exper. Biol. Med. 33: 238. 1935. 
The apparent anemia which follows some days after large dose pituitrin rabbits 


was found due water retention and blood dilution with consequent lowering the 


The oxytocic hormone the posterior lobe the pituitary gland: ultraviolet absorption 
spectra, adsorption, and electrodialysis. Gulland, M., Lucas, Mavis Freeman 
and Randall, Biochem. 29: 2208. 1935. 

Neither adsorption silica gel, aluminum hydroxide, talc, asbestos, 
nor various types electrodialysis, was possible increase the potency preparations 
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already purified contain 260 oxytocic units per mg. Even with highly purified preparations, 
the ultraviolet absorption spectra appeared characteristic inert contaminating peptones 
rather than the hormone.—D. 


Relationship precipitin titers gonadotropic inhibitory action monkey sera. Gustus, 
L., Meyer and Dingle, Proc. Soc. Exper. Biol. Med. 33: 257. 1935. 
After the injection extracts pregnant mare’s serum into monkey’s there was 

correlation between the antigonadotropic activity the monkey serum and the precipitin 

titer the same serum for horse protein. The inhibitory power such serum was limited 
preparations pregnant mare’s serum, there being inhibitory action against prepara- 

tions from human pregnancy urine, sheep pituitary gland whole human 


Studies the gonad-hypophyseal complex estrin-injected rats. Halpern, R., and 

D’Amour, Am. Physiol. 115: 229. 1936. 

investigation the effects estrin injection upon the gonads and hypophyses 
mature rats, normal males and females and spayed females were given R.U. estrin daily 
for weeks, followed R.U./day for 4th week and, one series, for weeks. Gonads 
and hypophyses, studied histologically, revealed severe degenerative changes. The hypophyses 
showed marked weight increases (100 200%) over those controls, due chiefly hy- 
pertrophy and hyperplasia chromophobes. Moreover there was loss granules, especially 
basophiles and hypertrophy the Golgi apparatus, together with some diminution 
number acidophiles. Similar changes occurred the glands castrate animals receiving 
injection. Castration cells, treated females operated months previously, had almost en- 
tirely disappeared. The hypothesis advanced that estrin stimulates the release gonado- 
tropic hormone the normal animal, acting not depressor but intense stimulator 
hypophysial activity. The demands the stimulus exceeding the secretory capacity the 
gland, period compensatory hyperplasia follows, during which secretion gonadotropic 
hormone diminished, resulting apparently ‘depressed’ Haterius. 


Gonadotropic hormones the pregnant mare (Weitere Untersuchungen iiber die gon- 
adotropen Hormone bei der trachtigen Stute). Hamburger, C., Endokrinologie 17: 
1936. 


Studies were made the biological actions gonadotropic hormones from the blood 
pregnant mares. all instances which the action the pituitary gonadotropic hormone 
differed from that obtained from the chorion, the gonadotropic hormone pregnancy serum 
reacted like the true pituitary product. purified pregnancy serum product was 
employed, the preparation and standardization which are described. Gonadotropic hormone 
from pregnant mares gives the following reactions: infantile female rats and mice marked 
stimulation ovarian follicles; hypophysectomized white rats new ripe follicles and corpora 
lutea are formed; the testes and combs young cockerels become markedly developed; the 
young Macacus rhesus monkey decided ovarian growth (to times), formation many ripe 
follicles and the accompanying estrous reaction appear; germinal and interstitial tissue well 
accessory sex organs the infantile male white rat are stimulated. concluded that 
pregnancy serum reacts like true hypophyseal gonadotropic hormone; although its source 


The effects antuitrin and pituitary extract upon the armadillo ovary. Hamlett, 
D., Anat. Rec. 62: 201. 1935. 


the nine-banded armadillo, Dasypus novemcinctus, cleavage followed long 
quiescent period during which the blastocyst lies unimplanted the uterine cavity. Non- 
pregnant animals and pregnant animals this ‘free-vesicle’ stage were injected with antuitrin 
(urine pregnancy) and whole pituitary extracts. The results agree general with those 
from laboratory animals having the usual type reproductive cycle. The graafian follicles 
became cystic, smaller follicles were luteinized and with heavy doses antuitrin the 
follicles ruptured and formed corpora. Both extracts caused marked enlargement the 
uterus, and hyperemia the entire tract. The antuitrin caused abortion resorption 
the unimplanted Abst., Wistar Bib. Service. 


The gonad stimulating activity pituitary glands from horses different ages and sex 
types. Hellbaum, A., Anat. Rec. 63: 147. 1935. 


The gonad-stimulating ability individual horse pituitaries obtained from young, 
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old and pregnant mares, geldings, stallions, colts and foetuses was assayed separately and 
compared with the activity composite pituitaries several hundred horses all types. 
Constant total doses 12.5 mg. the different acetone dried pituitary powders were tested 
21- 22-day-old female rats. The composite powder (27 rats) gave average ovarian 
weight 64.2 mg. Young non-pregnant mare pituitaries induced solidly luteinized ovaries 
(24 rats) averaging 88.2 mg. Young gelding pituitaries also caused marked luteinization 
and the ovaries (15 rats) averaged 101 mg. Pituitaries old mares and old geldings pro- 
duced primarily follicles, the ovaries averaging (11 rats) 114.5 mg. and (23 rats) 
respectively. Stallion hypophyseal powder also gave follicular development, the ovaries averag- 
ing (10 rats) 22.9 mg. which about one-fourth that geldings. The pituitaries colts 
and foetuses induced both follicles and corpora, the ovaries averaging rats) mg. and 
rats) 28.2 mg., respectively, which about one-half that for composite powder. The 
pituitaries pregnant mares exhibited marked individual differences depending the time 
pregnancy, shown foetal length determinations. The condition found the pituitaries 
geldings and aged mares discussed the light previous observations post climacteric 
and castrated women. The data also present additional physiological evidence for the presence 


the pituitary separate follicular stimulating and luteinizing Abst., 
Wistar Bib. Service. 


Stability the thyreotropic substance the anterior lobe the hypophysis (Uber die 
Haltbarkeit der thyreotrop wirksamen Substanz des Hypophysenvorderlappens). 
Heyl, G., Acta Brevia Neerland. Physiol., Pharmacol., Microbiol. 67. 1934. Abst., 
Chem. Absts. 29: 3384. 


The thyreotropic hormone can kept powder low temperature for more than 
year. higher temperature its potency lost approximately months. pure water 
solution can kept 0-5° for few months; room temperature for shorter period. 


Two cases dwarfism. Higgins, New England Med. 214: 148. 1936. 


The findings the case year old cretin are given. The essential points were 
low B.M.R., high blood cholesterol, 587 mg. height 4114 inches, delayed 
calcification, bone age years, anterior fontanelle open, enlarged and thickened tongue, 
movements slowed, inability walk. The differential diagnosis between cretinism and mon- 
golism was detailed. The description the pituitary dwarf months also given. The 
patient weighed Ibs. instead and last height was 257% inches. Pituitary medication 


Hypophysectomy birds. II. General effects hypophysectomy fowls. Hill, T., 
Corkill and Parkes, Proc. Roy. Soc., London, 116: 208. 1934. Abst., 
Chem. Absts. 29: 1471. 


hypophysectomized fowls, hypoglycemia preceded death. fowls suffering from 


chronic pituitary insufficiency, hypoglycemia developed, but the sensitivity the effects 
insulin was not increased. 


Hypophysectomy birds. III. Effects gonads, accessory organs and head furnishings. 
Hill, T., and Parkes, Proc. Roy. Soc., London, 116: 208. 1934. 
Chem. 29: 1471. 


Atrophic changes the gonads and associated organs occurred the chicken, turkey, 


pigeon and bantam after hypophysectomy. Similar changes occur during the moulting season, 
and are attributed temporary pituitary deficiency. 


case Cushing’s disease with genital bleeding (Ein Fall von Morbus Cushing mit Geni- 

tal-blutungen). Hofmann, A., Klin. Wchnschr. 14: 1582. 1935. 

year old woman came under observation with practically all the accepted signs 
the Cushing syndrome, but who developed pronounced menorrhagia (with dysmenorrhea), 
and subsequently pronounced anemia. The genital bleeding did not respond x-ray treat- 
ment the pituitary, nor hormone therapy, that hysterectomy was performed, which 
time the left ovary was also removed. The latter showed cystic 


Hypophysectomy pregnant and lactating bitches (Influencia hipofisectomia sobre 
prefiez lactea perra). Houssay, A., Rev. Soc. argent. biol. 
196. 1935. 


q 
q 
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Hypophysectomy under ether anesthesia was performed bitches towards the end 
pregnancy; puppies were delivered hours; other animals different stages 
pregnancy were similarly operated, abortion occurring days. Lactation did not 
occur any these bitches, some them secreted little during few days. 
Hypophysectomy was performed lactating bitches, milk secretion was rapidly diminished 
and disappeared days. Craneotomized controls (2) did not have reduced milk 
secretion. Extirpation the posterior pituitary lobe did not prevent normal pregnancy, par- 
turition and lactation bitches, 180 254 days after operation. Extensive cauterization 
the tuberal region produced reduction milk secretion one lactating bitch, and 


Effects infundibulo-tuberal lesions the toad (Modificaciones producidas por le- 
siones infundibulo-tuberianas sapo). Houssay, A., Biasotti and Sammar- 
tino, Rev. Soc. argent. biol. 11: 318. 1935. 


detailed description the anatomy the region given. The lesions were produced 
cauterizing with hot needles galvanocautery either front behind the chiasma. 
The pituitary apparently not harmed, but its circulation seriously damaged and ischemic 
infarcts develop the glandular lobe. The skin darkens few hours and remains for 
1-3 days. Ovulation (expulsion ova) occurs the first second day 20-57% 
cases. The sexual reflex can observed any season some males even after hypophysec- 
tomy and castration. Polyuria slight degree occurs some cases. Only cases extensive 
lesions can asthenia observed. The testes are normal. The thyroid epithelium sometimes 
slightly dilated. Pancreatic and phloridzin diabetes are diminished intensity; implantation 
the anterior lobe reéstablishes the intensity the diabetes, even when the diencephalon 
has been removed. The pituitary contains normal quantity diabetogenic principle, but 
not secreted. The content gonadotropic principle slightly 


What have learned from the toad concerning hypophyseal functions. Houssay, A., 
New England Med. 214: 913. 1936. 


The author has given comprehensive review the functions the pituitary gland 
determined experiments 15,000 toads the species Bufo arenarum. the toad the 
pituitary gland the central organ the endocrine constellation and controls the functions 
necessary for the maintainance life and the preservation the species. The neuro-inter- 
mediate lobe governs the color the skin its action the expansion the melanophores. 
preserves the tone arterioles and capillaries and therefore important factor main- 
taining arterial blood pressure. regulates water metabolism its action kidneys and 
skin. The principal lobe governs the development and maintainance the thyroid and the 
gonads including Bilder’s organ and provides for their compensatory hypertrophy. the 
female produces ovulation when reflexly stimulated hypersecretion the sexual embrace. 
its action the thyroid regulates the metamorphosis the larva into the adult form. 
regulates the casting the skin with the formation and desquamation the horny layer 
and also the cutaneous glandular secretions. governs the carbohydrate and endogenous 
protid metabolism and the loss this control causes progressive asthenia and death three 
eight weeks. Injury the tuber cinereum leads secondary pituitary insufficiency. Many 
these functions are seen only the toad and some found first the toad were later seen 
mammals.—J. 


Ovarian response monkeys (Macacus rhesus) injections antuitrin-S. Johnson, 

E., Am. Obst. Gynec. 29: 120. 1935. 

the case mature Macacus rhesus monkeys, the daily injection 200 R.U. 
antuitrin-S total dosage from 2400 2800 R.U. produced histologic evidence 
luteinization the follicles the ovary. The injection into fifth mature animal 450 
R.U. daily total dosage 5400 R.U. gave correspondingly negative results. The injection 
into immature animal varying doses antuitrin-S over period two months, the 
end which period 16,500 R.U. had been administered, produced microscopic evidences 
luteinization the ovarian Summary. 


Changes hormonal content the hypophysis with changes light and darkness (An- 
derungen des Hormongehaltes der Hypophyse mit dem Wechsel von Licht und 
Dunkelheit). Jores, A., Klin. 14: 1713. 1935. 


Alkaline extraction the pituitaries mice exposed light, yielded less melanophore 


q 
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principle than similar pituitary extracts from mice kept darkness. Similar findings were 
noted with extracts the eyes the mice; more melanophore principle being extracted from 
the eyes the dark-adapted mice. Weak acid extracts human blood samples drawn 
hour intervals revealed minimum the active principle P.M., and maximum about 
a.M. Heating such extracts with alkali revealed the presence inactive form which 
also reached minimum P.M. and ascended maximum about P.M. From experi- 
ments mice was evident that not all wave lengths acted alike, for exposure the mice 
red light caused but little diminution the ‘precursor’ the pituitary, while exposure 
blue light equal intensity resulted decrease the substance nearly the level 
produced white light. Extractions acetone dried pituitaries guinea pigs with dilute 
acetic acid revealed more pressor and oxytocic activity the glands animals kept the 
dark for several hours than animals exposed light. There was change the intermedin 
content. From these data and from the behavior toward acid and alkali treatment the author 
suggests that the pressor the inactive precursor the melanophore factor, that changed 
the latter the action light and alkali. The author infers that the melanophore 
hormone the pituitary directs the pigment movements the amphibian retina. Finally, from 
all these data, the author finds natural explanation the greater incidence the onset 


Action posterior hypophyseal extract gastric secretion (Action des extraits post- 
hypophsaires sur sécrétion gastrique). Langeron, L., Paget and Danes, 
rend. Soc. biol. 121: 33. 1936. 

posterior hypophyseal extract (Pituilobine) when injected subcutaneously into 
human subjects doses international units caused temporary inhibition the gastric 
secretion histamine, total acidity and free but had inconstant effect the total 
volume gastric juices. Prolonged injections produced variable Cutuly. 


Depressor substances the posterior lobe the pituitary. Larson, Pharmacol. 
Exper. Therap. 56: 396. 1936. 


Fresh posterior pituitary lobes cattle were extracted with acetone, the acetone evap- 
orated form extract and the residual lobes dried form powder Solutions and 
injected into cats tolerant the pressor principle pituitary extract, produced fall 
blood pressure and changes organ volume. Assays well chemical and physiological 
characteristics indicate that the major portion the depressor activity due histamine. 
When powder was extracted for hours with ethyl alcohol the residual powder known 
and the alcoholic extract after evaporation known Solutions injected 
into cats tolerant the pressor principle pituitary extract, produced fall blood pressure. 
the extraction were continued for hours, residual powder was produced which may 
contain slight traces depressor substances, but usually all the depressor material present 
the extract Assays, well chemical and physiological characteristics, indicate that 
most the activity due histamine. When enough alcohol added acid 
extract posterior lobe pituitary powder (A) make 70% alcohol, precipitate formed 
Solutions this precipitate (D), the pressor principle (E) oxytocic principle 
jected into cats tolerant the pressor principle pituitary extract, did not produce any 
change blood pressure organ volume.—E. 


Action anterior pituitary lobe extract blood lactic acid (Accién del extracto 
Soc. argent. biol. 10: 250. 1934. 

Evans and Simpson’s extract produced rise blood sugar and blood lactic acid dogs, 
specially marked when the animals were fed diet rich glucids. Section both splanchnics 

and thyroidectomy did not modify this activity the 


Irradiation treatment tumors pituitary gland; report twenty-three cases. Rand, 

W., and Taylor, Arch. Surg. 30: 103. 1935. 

Twenty-three cases which high voltage irradiation was used are reported. Chromophil 
adenoma cases) reacted most favorably. Chromophobe adenomas (13 cases) did not re- 
spond uniformly. Adenocarcinoma cases) did not react favorably nor did cystic adenomas 
cases). appears that certain patients suffering from pituitary tumors gain from moderate 
useful vision following irradiation. some the gain may held and vision remain sta- 


: 
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tionary for years. definite regression was seen general acromegalic symptoms following 
irradiation but also there was definite advance the symptoms.—R. Moehlig. 


Relation between anterior pituitary growth hormone and protein metabolism (Beitrage 
zur Beziehung zwischen Hypophysenvorderlappenwachstumshormon und 
wechsel). Reiss, M., Schwartz, and Fleischmann, Endokrinologie 17: 167. 1936. 
Nine rabbits and dogs were treated with growth hormone extracted from beef pitui- 

taries, doses ranging from units. was found that such treatment was followed 

reduction non-protein nitrogen dogs from 49% and rabbits from 

18%. Free blood arginine was reduced 43% rabbits and 19% dogs. The 

increase blood urea nitrogen ranged from 66%. There was direct relation between 


the amount reduction free blood arginine and the dose growth hormone used.— 


Excretion prolan advanced age and the very aged (Prolanausscheidung 


Alter bezw. Senium). Saethre, H., Acta. med. Scandinav., suppl. 59: 440. 1934. 
Abst., Chem. 29: 3014. 


120 cases climacteric and post-climacteric women great increase the urinary 
excretion prolan was found, more than times much Zondek found for mature 
females (in the great majority the cases about 110 mouse units per liter). The same was 
true for old women. This increased prolan excretion attributed either absence ovarian 
function diminished function. During puberty increase the prolan excretion found 
spite the insufficient development the ovaries. healthy males, 25-40 years old, 
the daily prolan excretion was less than mouse units per liter but castrates this was in- 
creased. aged males, however, there was increased excretion, but less frequently and not 


the same degree the aged women; this leads the conclusion that the possibility 
male climacterium must also considered. 


Lactogenic effect anterior pituitary extract the male guinea pig (Produccion 


lactea por los extractos hipofisarios los cobayos Sardi, L., Rev. 
Soc. argent. biol. 11: 250. 1935. 


Castration did not modify the mammary glands male guinea pigs but sometimes 
produced slight enlargement the teats. Oestrin produced hypertrophy and hyperplasia the 
mammary gland whole and castrate male guinea pigs, but did not induce lactic secretion. 
Anterior pituitary extract (Evans and Simpson’s) produced enlargement the teat, less 
marked than with oestrin; did not enlarge only slightly enlarged the gland and did not 
induce lactation. Treatment during days with oestrin followed injection anterior 
pituitary extract produced abundant milk secretion. Simultaneous injection both oestrin and 
pituitary extract, this last before the oestrin never induced lactation; the contrary certain 
antagonism was observed.—J. 


Lactation male guinea pigs treated with anterior hypophyseal extract (Sécrétion lactée 
sous anté-hypophysaire chez les cobayes males), Sardi, L., 
Compt. rend. Soc. biol. 120: 503. 1935. 


Studies were made the mammary glands intact and castrated guinea pigs. Castration 
had effect the glands. Administration anterior pituitary extract caused elongation 
the nipple but hypertrophy glandular substance. Injections folliculin resulted 
hypertrophy and hyperplasia the nipple and glandular material without evidence lactation. 
Administration anterior pituitary extract subsequent that folliculin rapidly induced milk 


secretion; administration the extract and folliculin simultaneously did not produce lacta- 
Cutuly. 


Two gonadotropic substances mare serum. Saunders, J., and Cole, Proc. Soc. 
Exper. Biol. Med. 32: 1476. 1935. 


Untreated pregnant mare serum injected into 25-day-old rats caused development 
follicles and their subsequent transformation into corpora lutea. treatment serum with 
37°C its activity was destroyed but this serum still retained the ability augment the 
effect pituitary synergist. From this was concluded that there are two gonadotropic sub- 
stances present the pregnancy serum one which destroyed this treatment. Fraction- 
ation the serum Fevold’s method for pituitaries yielded fraction, comparable his 
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pituitary luteinizer regards its preparation and augmenting action, which had the same 
effects the treated serum. pure follicle-stimulator was not Abst. 


Age and the qualitative response the immature rat mare gonadotropic hormone. 
Saunders, J., and Cole, Proc. Soc. Exper. Biol. Med. 33: 504. 


was found that injection pregnant mare serum into 10- 15-day-old rats causes 
only development the interstitial tissue without follicular development luteinization 
autopsy days after the injection. Twenty-six rats receiving 500 rat units serum 
the 18th day showed marked follicular development, with some development the interstitial 
tissue the higher levels, but none these rats showed any evidence luteinization. Rats 
injected days age usually had well formed Abst. 


Means augmenting the ovarian response gonadotropic substances. Saunders, J., and 
Cole, Proc. Soc. Exper. Biol. Med. 33: 505. 1936. 


The ovarian weights immature rats injected with pituitary extract, the so-called pitui- 
tary synergist prepared according the method Evans, Simpson and Austin, were increased 
threefold mixing this extract with zinc sulfate before the injection. Casein and egg albumin 
mixed vitro with pituitary extract also caused significant though less marked augmentation. 
This work, suggested, makes unnecessary the view expressed the authors earlier 
paper that two gonadotropic substances are present pregnant mare serum. The fact that both 
salts and proteins can augment the activity pituitary gonadotropic extracts makes unwise 
consider augmentation ovarian response test for specific gonadotropic 
Authors’ Abst. 


Note the presence substance antagonistic vasopressin the blood pregnant 
women (Sur présence d’une substance antagoniste vasopressine dans sérum 
femmes enceintes). Schockaert, A., and Lambillon, Compt. rend. Soc. biol. 
119: 1194. 1935. 


The reaction decapitated cats was tested for given doses vasopressin. Similar amounts 
were then mixed with blood serum either from non-pregnant pregnant women. case 
did the serum from the non-pregnant modify the result. pregnant women the serum 
reduced the hypertensive effect vasopressin. The degree neutralization varied with different 
individuals but was constant for given 


The vasopressin content hypophyses from normal guinea pigs and those injected with 
folliculin and thyroxin (La teneur vasopressine cobaye normal, 
apres injections folliculine thyroxine). Schockaert, A., and Lejeune, 
Compt. rend. Soc. biol. 119: 1197. 1935. 


The vasopressin content posterior lobes from normal male guinea pigs was tested 
the influence the blood pressure decapitated cats. The content was remarkably constant and 


Physiology the thyreoactivator amphibia. Increased oxygen consumption following 
injection thyreoactivator (Die Physilogie des Thyreoaktivators bei Amphibien. III. 
des durch Thyreoaktivatoreinspritzungen). Schwartz- 
bach, S., and Uhlenhuth, Endokrinologie 16: 412. 1936. 


larvae were injected intraperitoneally with ‘thyreoactivator,’ hormone extracted 
from the anterior lobe the hypophysis brief boiling acidulated Ringer’s solution. Oxy- 
gen consumption was determined the Winkler method. the larvae injected with thyreoac- 
tivator consumption oxygen was 109% higher than normal control animals.— 


Myasthenia gravis: effect treatment with anterior pituitary extract. Simon, E., 
J.AM.A. 104: 2065. 1935. 


Two patients presented undoubted clinical evidence myasthenia gravis. both instances 
the response treatment with anterior pituitary extract was prompt and complete, and 
relapse promptly followed when the injections were omitted. the resumption treatment 
the symptoms again promptly disappeared both cases. the first case was possible 


3 
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discontinue the treatment after months without recurrence symptoms. impossible 
determine whether this was the result the fortuitous occurrence remission whether 
remission was induced treatment. the second case has been necessary continue 
the treatment and during cold weather increase the frequency the injections order 
keep the patient clinically well. instance have any untoward effects either local general, 
been observed result the A.M.A. Service 


The effect the antithyreotrope factor the blood thyroid gland activity (Die 
Wirkung der antithyreotropen Schutzsubstanz des Blutes auf die 
Simon, Else, Arch. exper. Path. Pharmakol. 180: 29. 1935. 


Tyronorman, protein-free extract the blood animal treated with thyroid activat- 
ing substance, was used the study the inactivation the thyroid gland the white rat 
(40 animals were used the investigation). They were fed the tyronorman for periods 
and days. Histological studies revealed inactivation the thyroid early the 4th 
day the experiment, the highest degree inactivation occurring after the 16th day. Within 
few days after cessation the tyronorman feeding the thyroid began lose its colloid content 
and within days appeared practically normal. Implantation hypophyses rats treated 
for days with tyronorman into young guinea-pigs order test the thyreotrope content 
the gland revealed demonstrable difference the thyreotrope content the hypophyses 
the control and experimental Cleveland. 


method for obtaining preparation the melanophore hormone the pituitary 
gland. Stehle, Pharmacol. Exper. Therap. 57: 1936. 


melanophore-dilating substance was prepared from the alcoholic filtrate, obtained 
the preparation the pressor and oxytocic hormones. The alcoholic filtrate concentrated, 
methanol added, the precipitate formed removed filtration and ethyl acetate added the 
solution. The precipitate formed, after drying, times active standard pituitary 
powder expanding the melanophores Rana pipiens and contaminated with less than 
oxytocic unit and less than pressor unit per 100 melanophore units. The melanophore 
hormone, first described Jores, potentiated more than three-fold alkali. addition 
the increase activity there also qualitative change the alkali-treated material re- 
tards fading more than the original 


The thyrotropic hormone the pituitary gland and iodine metabolism. Stimmel, F., 
McCullagh and Picha, Pharmacol. Exper. Therap. 57: 49. 1936. 
The thyrotropic hormone the anterior lobe the pituitary was injected daily into 

groups chicks and guinea pigs. The iodine content the blood and thyroid gland was 

determined the method McCullagh. The average iodine content the thyroid chicks 
decreased from 10.5 micrograms 1.3 micrograms after injections. Similar results were 
produced using guinea pigs instead chicks. One unit the thyrotropic hormone has been 
provisionally defined the amount, injected intraperitoneally successive days, which will 
cause 50% decrease the percentage the thyroid iodine normal guinea pigs, weighing 
not more than ounces nor less than ounces when average least animals used. 
The thyrotropic hormone 


Clinical experiments with McQuarrie’s pitressin test. Stubbe Teglbjaerg, P., Acta 
psychiat. neurol. 10: 595. 1935. 


McQuarrie’s pitressin test was applied epileptics with cryptogenetic epilepsy. Three 
had seizures. patients with traumatic epilepsy, had seizures. patients suffering from 
atypical attacks, the test produced only suggestion attack case, indicating condition 
irritation the centers for the left facial nerve and the nerves the left upper extremity. 
All the patients this material had attacks seldom that all the positive results 
epileptic seizures and suggestion seizure) may ascribed the test. The discomforts 
given the patients this test were relatively small that seems justifiable use this test 
all cases which spontaneous seizure occurs within reasonable period observation, 
which the course the convulsions may call for further observation. The scientific significance 
the test outlined, and emphasized that this point requires extensive studies various 
investigators acquainted with the clinical aspects epilepsy and with the water, salt and 
hormone balance the organism.—Author’s Summary. 
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The action postpituitary extract carhohydrate metabolism (Zur Frage der Wir- 
kungsweise und des Angriffspunketes der Hypophysenhinterlappenhormone 
auf den Kohlehydratsstoffwechsel). Thaddea, and Waly, Arch. Exper. 
Pharmakol. 172: 533. 1933. 


Blood sugar, liver glycogen and muscle glycogen were determined before and after injec- 
tion units per kilo tonephin pitressin) into rabbits anesthetized with ‘pernocton’ 
barbiturate). Both experimentals (6) and controls (4) showed rise blood sugar and 
fall liver and muscle glycogen. The changes blood sugar and liver glycogen were signifi- 
cantly greater the experimental animals. The controls were made serve for all the 
following experiments. similar experiment with orasthin pitocin) showed slight rise 
blood sugar and fall liver and muscle glycogen, changes not considered significant 
comparison with the controls. Ten days thyroxin administration rabbits led lower 
liver and muscle glycogen values than controls. Tonephin further lowered the liver glycogen, 
and raised the blood sugar, but not high controls. (No thyroxin treated controls.) Five 
animals were starved days then given, each, 5-10 mg. phosphorous oil stomach 
tube. This treatment led extreme reduction liver glycogen which fell slightly lower 
after tonephin. Blood sugar did not rise. Tonephin given simultaneously with insulin led 
irregularly horizontal curve blood sugar compared with falling curve from insulin 
alone. phosphorus poisoned animal tonephin did not counteract the insulin fall. Adrenals 
were removed from animals hours later tonephin was given. significant rise 
blood sugar and fall liver glycogen resulted. Singularly, muscle glycogen these did not 
undergo diminution. Thyroxin treated, phosphorus poisoned and adrenalectomized controls 
would have permitted more precise evalution these experiments. The tabulated results 
contain suggestive although not conclusive data muscle glycogen.—E. Albritton. 


Xanthoma diabeticorum. Thompson, E., Stevenson and Krock, South. 28: 895. 
1935. 


additional case xanthoma diabeticorum presented with hypercholesteremia and 
lipemia, advanced coma and fatal termination. summary the recorded cases which 
blood cholesterol determinations were made gave average reading 662 mg. The appear- 
ance the xanthomatous eruption certain cases diabetes mellitus not entirely dependent 
upon the hypercholesteremia, but end result disordered fat metabolism, possibly central 
origin. The lesions are sufficiently characteristic enable one make diagnosis, 
cognizant the condition, without the necessity waiting for time-consuming laboratory 
procedures, and thereby one enabled start treatment earlier—Authors’ Summary. 


method for demonstrating small quantities gonadotropic hormone the urine 
normal individuals (Une méthode pour révéler petites quantités d’hormone gonad- 
otrope dans des sujets normaux). Thomsen, O., and Pedersen-Bjergaard, 
Compt. rend. Soc. biol. 120: 1143. 1935. 

hour specimen urine treated with antiseptic (brilliant green). The urine 
filtered and acidified with acetic acid 4.70. every liter urine are added cc. 
freshly prepared tannic acid. This preparation let stand overnight 0°C. The precipitate 
then centrifuged and washed with parts acetone (all traces estrin are removed 
this procedure). After has been dried dissolved cc. water distilled through 
borated tampon 9.50. The qualitative and quantitative effects the extract imma- 
ture rats (30-35 days old) are discussed and Cutuly. 


Effect hypophyseal extracts the diencephalon and arterial tension (Action des 
extraits sur diencéphale sur tension artérielle). Van Bogaert, A., 
Compt. rend. Soc. biol. 120: 450. 1935. 


Injections various extracts the posterior lobe the pituitary into the third ventricle 
the brain dogs had effect arterial tension; negative results were obtained also when 
extracts the anterior lobe were injected into the diencephalon. Sub-occipital injections 
posterior pituitary extracts, however, produced arterial hypertension, even after extirpation 
the brain the cerebral peduncles after cautery the third Cutuly. 


The effects oestrus and spaying pituitary metabolism. Victor, J., and Dorothy 
Andersen, Am. Physiol. 115: 130. 1936. 


The rates consumption, aerobic and anaerobic glycolysis were measured prooestrual, 


| 


September, 1936 HYPOPHYSIS 


oestrual, dioestrual and spayed rats. Differences were found the rates consumption 
the anterior pituitary prooestrual, oestrual and dioestrual rats. The consumption 
spayed animals corresponded that the dioestrual individuals. Pituitaries studied during 
prooestrum were characterized the highest rate, the glands dioestrum and spayed 
animals were lowest, those oestrus being intermediate. With respect rate aerobic 
glycolysis, statistically significant differences were demonstrated only between the glands 
dioestrual and spayed animals. is, however, unknown whether glucose affects either the 
R.Q. the rate consumption pituitary tissue. Hence the small amount glycolysis 
measured may have been due the effect glucose R.Q. consumption and 
not due glycolysis. Anaerobic glycolysis was found significantly higher prooestrual 
than dioestrual spayed rats. Although the mean value anaerobic glycolysis for oestrus 
was higher than for dioestrual and spayed animals, was not statistically significant. 
weight, the total metabolism the gland, highest and about the same prooestrus and 
oestrus (0.914 and 0.878 respectively) and lowest dioestrum (0.606 cm. per kg. body 
weight per minute). With respect the inverse relationship the metabolism the reported 
gonad-stimulating content, suggested that gonad-stimulating hormone may elaborated 
its greatest rate and discharged more rapidly prooestrus and oestrus. The energy for its 
formation may derived from the accelerated respiratory metabolism. During dioestrus and 
spayed rats its formation and elimination may partially suppressed with subsequent ac- 
cumulation the gonad-stimulating hormone.—H. Haterius. 


Effect gonadotropic extract pituitary cryptorchidism. Werner, A., Kelling, 
Dorothy Ellersieck and Johns, J.A.M.A. 106: 1541. 1936. 


The authors treated cryptorchid boys ranging age from years with extract 
derived from the anterior pituitary gland, standardized contain R.U. gonadotropic 
principle per cc. The gonadotropic hormone was administered intramuscularly the upper 
gluteal regions, the sides being alternated each time. Every day every other day cc. 
was injected, depending which group the subject was in. Both testicles descended into 
the scrotum boys within days after the onset the injections. The remaining 
boys required 26, and days. The testicles case, which descended into the scrotum 
the 23rd and 26th days, alternated position between the lower inguinal canals and the 
scrotum different times since their descent and yet have not remained descended perma- 
nently. Since they have been the scrotum, which evidence obstruction their 
descent, can reasonably expected that they will finally remain descended some not far 
distant date. the end days the dosage was changed that each boy received cc. 
anterior pituitary gonadotropic extract daily for period weeks, regardless whether 
the testes had descended not. This was done determine what effect the increased dosage 
would have the development the descended testes and whether would cause descent 
the testes the boys who had had failure descent. most instances they were firm, but 
increase size was not beyond that normal for the age the individual. Increased dosage 
did not cause descent the testes boys this group who had failure descent with 
smaller dosages, which indicates that probably these boys have anatomic anomalies de- 
velopment obstruction which will require surgical procedures place the testes the 


the possible role the anterior pituitary human diabetes. Wesselow, V., 
Lancet 230: 991. 1936. 


Although insulin has made possible restore the diabetic normal state carbo- 
hydrate metabolism, the mode action this hormone has long remained obscure. With 
the object obtaining some insight into this problem, the author studied the effect 
preceding injection diabetic blood compared with normal blood the response the 
rabbit insulin. Patients were divided into groups. Group I—middle aged patients suffer- 
ing from chronic diseases but having disturbance carbohydrate metabolism. These were 
kept normal diet. Group under years age—all but had been receiving 
insulin for some time. Group diabetics. Three this group received insulin, the 
remainder being dietetically controlled. Group IV—6 subjects from Group III whose plasma 
appeared definitely effect the blood sugar response insulin. Results above experiments 
showed that the blood plasma some elderly, obese, glycosuric patients when injected into 
was found diminish the hypoglycemic action insulin manner resembling that 
observed other workers with extracts anterior pituitary gland. This suggests that the 
blood those patients who gave positive response contained excess factor capable 
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modifying the hypoglycemic action insulin. The blood normal subjects and diabetics 
gave negative results—L. 


case hepatonephromegalia glycogenica—von Gierke’s glycogen storage disease. Wilder, 
Pediat. 215. 1935. 


case hepatonephromegaly old child with the diagnosis von 
glycogen storage disease reported. Laboratory studies showed ketonuria, and impaired water 
storage the liver. The suggestion made that disturbed pituitary function may play part 


Morphologic and quantitative reaction anterior pituitaries castrated female rats 
injections. Wolfe, M., Proc. Soc. Exper. Biol. Med. 32: 1189. 1935. 


Seventy-one mature female rats castrated for days and rats castrated for days 
were used. Twenty-eight the 30-day castrates received units oestrin daily throughout 
the castration period while the 60-day castrates received similar injections for the last 
days the 60-day castration period. The untreated animals each series served controls. 
Injection oestrin the 30-day castrates, throughout the castration period, either completely 
incompletely prevented the increase the number and size the basophiles which normally 
occurs following castration. castration cells were found. The basophiles which were 
present were mostly degranulated. Oestrin injections also prevented the moderate increase 
the eosinophiles which ordinarily occurs following castration. Many were degranulated. The 
numbers the chromophobes were definitely increased. the 60-day castrates receiving 
oestrin for the last days the castration period, the pituitary findings were similar those 
found the injected 30-day castrates. Both basophiles and castration cells were found but 
much lower level than the controls. Many the basophiles were the castra- 
tion cells were small and regressive. The eosinophiles were reduced percentage when com- 


pared with the 60-day castrate controls. Many eosinophiles were partially 
Author’s Abst. 


Reaction anterior pituitaries mature female rats injections large amounts 
Wolfe, M., Proc. Soc. Exper. Biol. Med. 32: 1192. 1935. 


Thirty mature female rats received daily injections 200 rat units oestrin for days. 
The mean pituitary weight this group animals was 20.1 mg.; 143 normal cyclic fe- 
males this mean was 10.5 mg. Marked morphologic changes were found the pituitaries 
the injected rat; most outstanding was the complete degranulation the basophilic cells. The 
basophiles were markedly reduced relative percentage. Many eosinophiles were swollen and 
exhibited loss granules; the negative images the Golgi apparatus these cells were 
often hypertrophied. The eosinophiles were markedly reduced percentage. The chromo- 
phobes were markedly increased percentage. Many these cells were greatly swollen and 
the negative image the Golgi apparatus increased size. some the cytoplasm was light 
blue and fragmentary; others was more dense and stained deeper blue color. Many mi- 
toses were found both the eosinophiles and Abst. 


The effect posterior pituitary preparations upon the colloid osmotic pressure serum 
protein, water and mineral metabolism dogs. Yanagi, K., Pharmacol. Exper. 
Therap. 56: 23. 1936. 


Studies were made the effect pitressin, pituitrin and pitocin the blood 
unanesthetized dogs. The dosage varied from units these animals, weighing 
kg. Pitocin had discernable effect. Pituitrin pitressin caused hydremia, amounting 
15% the original volume the blood. The following blood changes were noted: 
decrease specific gravity, decrease total protein and colloid osmotic pressure serum and 
increase potassium content serum.—E. 


Effect total injection prolan and folliculin egg-production hens. Zavadovsky, 
B., Asimoff, Liptchina and Unik, The Problems Zootechnical and Experi- 


mental Endocrinology (Transactions the Endocrinological Laboratory the All-Union 
Institut Animal Breeding). 74. 1934. 


Rhode Island Red and White Leghorn hens (312) were treated with folliculin and prolan, 
injected simultaneously and successively. Combined injection prolan and folliculin induced 
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positive effect egg-production hens more than year old. During the period intense 
egg-production was possible obtain still greater increase. The dosages were 100, and 
10, the more effective dosage being the M.U. During the period normal decrease egg- 
production was possible keep the latter higher level means injection, and some 
cases even prevent the decrease egg-production. study the curve egg-production 
5-day periods reveals inhibition which takes place after the prolan injection. maximal 
increase egg-production induced effective doses took place during the period between the 
5-day period. Combined treatment prolan and folliculin exercised positive 
influence the egg-production young hens during the period the decrease egg- 
production the Summary. 


Tumor the pituitary induced with follicular hormone. Zondek, B., Lancet 230: 776. 
1936. 


Administration follicular hormone over long period time inhibits the anterior lobe 
the pituitary that the growth and gonadotropic hormones are not active. Dwarfed animals 
with hypoplastic genitals result. The dysfunctioning pituitaries such rats are enlarged and 
their weight may amount times the normal. This increase occurs male rats only— 


PANCREAS 


Hypoglucemic action insulin dogs with ligated pancreatic ducts and with without 
secondary fatty degeneration the liver (De hypoglycémiante 
chez des chiens ayant subi ligature des canaux pancréatiques atteints non 
secondairement dégénérescence graisseuse foie). Aubertin, E., and Castagnou, 
Compt. rend. Soc. biol. 120: 1101. 1935. 


comparison was made the curves hypoglucemia induced similar doses in- 
sulin administered dogs prior and subsequent ligature the pancreatic ducts. 
the dogs the response insulin was unaffected ligation the ducts; the third dog 
insulin had more marked hypoglucemic effect following the ligations. Autopsy the third 
dog, however, revealed fatty degeneration the liver. was concluded that resorption the 
acinar secretion caused occlusion the excretory ducts the pancreas and the resulting 
atrophy the gland—when uncomplicated degenerative changes the liver—did not de- 
crease the animal’s sensitivity Cutuly. 


Functional and anatomical state the islets the pancreas and their insulin content 
fasting dogs (Sur fonctionnel anatomique pancréas endocrine sur 
teneur insuline, chez les chiens soumis prolongé). Aubertin, E., La- 
coste, Saric and Castagnou, Compt. rend. Soc. biol. 120: 1107. 1935. 


Prolonged fasting (12 and days) dogs resulted transient phase alimentary 
hyperglycemia (Depisch test), followed sudden return blood sugar normal and even 
sub-normal levels; increase the islet tissue the pancreas; and increase the insulin 
content the glands. ‘Fasting diabetes’ was therefore not due insulin insufficiency, but 
rather the inability the pancreatic insulin respond glucemic changes other than those 
great Cutuly. 


Modifications cardiovascular action acetylcholine caused insulin (Modifications 
apportées par cardiovasculaire Broun, D., and 

Beaune, Compt. rend. Soc. biol. 120: 1205. 1935. 

dogs repeated doses acetylcholine alone (0.05 0.5 mg. per kg. body weight) 
cause definite drop blood pressure which lasts for minutes and bradycardia. simi- 
lar doses acetylcholine are used following the administration units insulin, the 
hypotension more pronounced and longer duration and the bradycardia more marked; 
there is, however, latent period minutes before these effects become apparent. 
would therefore seem that these modifications are related the physico-chemical equilibrium 
the tissues which are influenced insulin.—E. Cutuly. 


Spontaneous hypoglycemia due hyperinsulinism child. Dannenberg, M., 
Bell and Gouley, Pediat. 44. 1935. 


case reported physically underdeveloped child who had been subject until the 
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age months attacks which would become suddenly pale, weak, comatose with 
convulsions and muscular rigidity. Recovery followed the administration sugar orally 
parenterally. Laboratory studies revealed low blood sugar. died the age years 
what appeared hypoglycemic shock. Autopsy findings demonstrated cellular hyper- 
plasia the individual islets Langerhans.—M. 


Histological studies the signs activity the endocrine portion the pancreas 
(Recherches histologiques sur les signes pancréas endocrine). Florentin, 
P., and Picard, Compt. rend. Soc. biol. 121: 90. 1936. 


Histological evidence presented support the idea that the islet tissue the 
pancreas highly variable amphicrine structure. There are numerous causative factors which 
bring about hyperplasia the islets Langerhans (gestation, inanition, thyroxin, folliculin, 
etc.). Hyperplasia can occur mitotic and amitotic divisions islet cells substitution. 
The latter phenomenon involves the progressive incorporation adjacent acinar tissue with 
islet tissue and the gradual transformation acinar cells into islet cells. third type 
hyperplasia may occur the novo appearance islets consequent metamorphosis and 
endocytogenesis central acinar cells. Under certain conditions reversal secretory polar- 
ity can obtain zymogen-bearing cells. detailed account given the presumably meta- 
plastic changes and the histophysiological alterations mentioned. The conclusions drawn 
are based chiefly data obtained from study the pancreas guinea Cutuly. 


Infantilism and diabetes mellitus. Gibson, and Fowler, Arch. Int. Med. 57: 
659. 1936. 


The authors report the cases patients, boys and girls, varying age from 
years, which there was exhibited syndrome infantilism ranging from the partial 
the complete type, apparently due hypofunction the anterior lobe the pituitary 
gland, association with proportionate dwarfism and severe diabetes mellitus. The co- 
existence pituitary insufficiency and diabetes mellitus these patients not accord with 
the results recent experimental work the interrelationship the hypophysis whole 
and the pancreatic islet 


Glycogenic function the liver chick embryos (Fonction glycogénique foie chez 
poulet). Guelin-Schedrina, A., Compt. rend. Soc. biol. 121: 144. 1936. 


The introduction insulin into the blood system chick embryos whose livers had 
not yet assumed glycogenic function did not initiate precocious hepatic glycogenesis. Liver 
glycogenesis was not prematurely induced 3-day old chick embryos grafted the allantois 
9-day old hosts which insulin secretion had already begun. was concluded that insulin 
does not provoke glycogen formation the liver and that the ability the embryonic liver 
cell synthesize glycogen appears determined stage development.—E. Cutuly. 


The action various reagents insulin. Jensen, H., Evans, Pennington 
and Ellen Shock, Biol. Chem. 114: 199. 1936. 


Insulin was completely inactivated treatment with hydriodic acid, iodine, N/30 
NaOH 34° for hours. was partially inactivated benzaldehyde, 
formaldehyde, isoamyl nitrite and acetic acid, acetic anhydride, acid alcohol, diazomethane, 
methyl iodide. Loss potency was accompanied decreases amino cystine. 
definite relation could shown between molecular configuration and physiological activity 
but would appear that the hypoglycemic property associated with certain dithio group- 


ings and free amino groups the cystine moiety. The hormone typically protein nature. 


Diabetes and pregnancy. survey 665 cases. Kramer, W., Pennsylvania 39: 
705. 1936. 


survey 665 cases pregnancy 530 diabetic patients, 149 were recorded 
improved, but this improvement can not attributed the pregnancy. The status the 
diabetes not influenced any marked degree the pregnancy. Mild cases have tendency 
remain unchanged improve, due probably more rigid management and treatment. 
The same applies the moderately severe types. The severe types showed higher percentage 
those which became worse, but this may due the progressiveness the disease rather 
than the influence the pregnancy. There were cases coma, hydramnios, and 
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cases toxemia, with and without convulsions, being eclampsia. This somewhat higher 
percentage than seen nondiabetics. The incidence other complications was not striking and 
evidently could not directly attributed the diabetes. The more severe the diabetes, the 
greater likelihood interfering with the normal termination the pregnancy evidenced 
the higher percentage abortions the severe diabetics. The highest percentage going 
term was found the mild type. The maternal mortality rate diabetics 4.2% during preg- 
nancy, liability times greater than nondiabetics; deaths the first year 
are included, the percentage increased 6.7. Fetal statistics show that 286 infants the 665 
pregnancies survived, the mild diabetics with percentage 44.1 having the best chance 
coming term with live child. There were 164 stillbirths. have learned clinically 
experience—that even mild diabetic the child may die the last weeks the 
pregnancy.—I. 


Experimental investigations the enteral absorption insulin (Experimentelle Unter- 
suchungen iiber die enterale Insulinresorption). Lasch, and Schénbrunner, Arch. 
exper. Path. Pharmakol. 180: 469. 1936. 


study absorption insulin from the gut the white rat was made. section 
the gut cm. length was prepared animals fasted for hours and the blood sugar 
determined prior the operative procedure. The gut was washed out with physiological 
saline, the lower end ligated, the test solution injected into the gut, and the upper end ligated. 
The blood sugar determinations were made hourly for hours. The micro method sugar 
determination described Rappaport and Pistiner was used; essentially the same 
the Hagedorn-Jensen technique. Control sugar determinations were made animals receiving 
the same operative technique, but insulin. Insulin was absorbed from the gut the white 
rat part the experimental animals. antifermentative and absorption accelerating sub- 
stances such glycerin, alcohol, blood serum saponin, HgCl, and paprika were used with the 
insulin there was larger percentage positive experiments. Organic acids, electronegative, 
such pyroracemic acid, completely prevented the inactivation the insulin vitro 
pepsin. Although the experiments had therapeutic significance, the authors felt the principle 
absorption accelerators and antiferment substances importance.—R. Cleveland. 


Pancreatic diabetes sympathectomized dogs (Le diabéte pancréatique chez chien privé 


systéme nerveux sympathique). Lewis, and Turcatti, Compt. rend. Soc. 
biol. 120: 274. 1935. 


Bilateral extirpation the paravertebral sympathetic chain dogs, and similar opera- 
tion including excision the nervous tissue surrounding the celiac trunk and other large vessels 


other dogs failed prevent the occurrence diabetic sugar levels consequent pan- 
Cutuly. 


Effects excessive ingestion sodium and potassium salts carbohydrate metabolism and 
blood pressure diabetic children. McQuarrie, I., Thompson and Anderson, 
Nutrition 11: 77. 1936. 


Ingestion sodium chloride amounts varying between and gm. per kg. body 
weight daily caused marked diminution glycosuria and significant increase systolic 
and diastolic blood pressure diabetic children. Fasting blood sugar levels were correspondingly 
lowered and the fasting respiratory quotient was slightly increased. These effects were obtained 
only when the potassium content the basic diet was very low. Ingestion potassium chloride 
amounts varying between 1/3 and 2/3 gm. per kg. body weight resulted increase 
glycosuria and decrease blood Abst., Wistar Bib. Service. 


Treatment chronic hypoglycemia. McCullagh, P., Clin. North America 19: 2005. 
1936. 


consider chronic hypoglycemia hyperinsulinism may may not warranted since 
our present methods not make possible measure accurately such factors the function 
the liver, the pituitary adrenals this respect. The causes hypoglycemia are multiple, 
and the condition does not always produce symptoms. Generally, the etiology may classified 
under headings: Excess insulin; deficient glycogenesis; endocrine disorders affecting other 
glands; and organic nervous disease. The symptoms hypoglycemia are variable, the most 
common being excessive hunger, weakness, tremor, excessive sweating, anxiety, and incapacity 
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for mental concentration. the more severe cases, mental lapses, grand mal, delirium and 
death may occur. The chief points diagnosis are that the symptoms are relieved food 
glucose and that they can associated with blood sugar levels definitely below mg. per 
100 cc. The author cites case histories and includes dietary suggestions this 


The inter-relationships mental disorders and diabetes mellitus. Menninger, C., 
Ment. Sc. 81: 332. 1935. 


The relationship between mental disorders and diabetes investigated study 
cases mental disorder associated with diabetes, cases uncomplicated diabetes, 
and 400 uncomplicated cases mental disorder. The study includes the psychological picture 
diabetes, the types mental disorder associated with diabetes, and the mental symptoms 
hypoglycemia. concluded that certain fluctuations specific type occur with sufficient 
frequency diabetic individuals suggest descriptive picture the ‘diabetic personality.’ 
Diabetes does not determine the type mental disturbance that may associated with 
except small percentage cases, the toxic psychoses true ‘diabetic psychoses.’ Psycho- 
logical conflicts may important etiologic factor diabetes. That they may actually cause the 
diabetes some instances unproven, but suggestive. Gross psychological trauma may 
initiate diabetes, but the more important unconscious conflicts might conceivably the cause 
the entire picture, and possibly operate some instances produce diabetes the absence 
any external event situation. Mental disorder and diabetes may occur independently 
the same individual. They may occur independently different times but once associated, they 
bear relationship each Abst. 


Local vivo glycemia following intravenous injections insulin (Action sur glycémie 
locale, vivo, injection intraveineuse). Olmer D., Olmer, Paillas 
and Vague, Compt. rend. Soc. biol. 121: 76. 1936. 


Local vivo glycemia following intravenous injection parathyroid hormone (Action 
sur glycémie locale, vivo, parathyroidienne injection intra- 
veineuse), Olmer, J., Paillas and Mlle Sicnasi, Compt. rend. Soc. biol. 121: 78. 
1936. 


tourniquet was placed above the elbow human subjects cause general 
circulatory stagnation the forearm for period minutes. Intravenous injection 
units insulin into the antibrachium produced there decrease the blood sugar varying 
between and 45.8%. This decrease was thought due partly direct glycemic glycolysis 
and partly muscular glycolysis. patients under similar conditions when parathyroid 
extract was substituted for insulin there was significant change blood sugar. was con- 
cluded that the general hypoglycemia which occurs following injections parathyroid hormone 
not due direct muscular blood Cutuly. 


The specific dynamic action protein pancreatic diabetes. Ring, Am. Physiol. 

115: 419. 1936. 

Cats with 90% the pancreas removed and maintained without insulin lost weight gradu- 
ally and showed glycosuria after large meal. Basal metabolism varied with the length fast 
and quantity food eaten the last meal. The specific dynamic action protein (haddock) 
was the same whether the basal metabolism was high low, but always greater than normal. 
The R.Q. after protein ingestion was lower than normal animals. The endogenous 
protein not responsible for the high basal metabolism Hitchcock. 


Optimum time administer insulin. Sindoni, A., Arch. Int. Med. 57: 947. 1936. 


This good argument favor giving insulin within minutes after meals, 
the inception the increase hyperglycemia following ingestion food, when there more 
complete utilization insulin. Hence, administered after meals, there better and more com- 
plete oxidation the carbohydrate the meal; better storage glycogen; less likelihood 
producing hypoglycemia; increased margin safety against the deleterious effects insulin 
the already damaged cardiovascular system the elderly patient with diabetes, and 
generally better response insulin 
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Clinical observations with insulin protamine compound. Sprague, Randall G., Benjamin 
Blum, Osterberg, Edwin Kepler and Russell Wilder, J.A.M.A. 106: 1701. 
1936. 

The authors find that the immediate effect insulin-P (insulin protamine compound) 
much less than that insulin-R (regular insulin). When the former used alone, and given 
single dose before breakfast, the meals the first few days provoke glycosuria, but when 
the dose properly adjusted the level the blood sugar successive mornings decreases 
progressively and the elevating effect meals diminishes until, the end from days, 
normal level blood sugar may attained even cases severest diabetes. Supplementing 
insulin-P with small doses insulin-R will shorten the period obtaining control. Insulin-R 
should not mixed the same syringe injected into the same site with insulin-P. has 
not been necessary continue the supplementary use insulin-R after the first few days the 
milder cases, but probably many cases such supplementary use insulin-R will desirable, 
especially emergencies. Until more experience has been obtained would appear that insulin-R 
will the insulin choice when quick action desirable, the treatment acidosis. 
Although insulin-P, many cases, makes possible effective management diabetes with only 
one administration insulin day, and with less insistence rigid control the diet, its 
careless use disregard the diet attended with Service. 


Studies avian carbohydrate metabolism. Sprague, R., and Ivy, Am. Physiol. 
115: 389. 1936. 


Young white domestic ducks (4) not show emotional hyperglycemia handling. 
Completely depancreatized ducks (12) showed only slight and temporary hyperglycemia 
following the operation, and the blood sugar response insulin was not altered. Large doses 
epinephrine were necessary elicit hyperglycemia but the response was more marked 
normal than depancreatized ducks. Neither liver glycogen nor the rate disappearance 
glucose from the blood vitro was altered pancreatectomy. Ducks’ pancreas yielded insulin 
extraction. Insulin, epinephrine, and the sympathetic system play unimportant roles avian 
carbohydrate metabolism.—F. Hitchcock. 


Parathyroid hormone the blood pregnant women. Hamilton, B., DeSef, 
Highman, Jr. and Schwarz, Clin. Investigation 15: 323. 1936. 


Study the method previously published shows that the amount parathyroid hormone 
the blood more often increased pregnant women than non-pregnant lactating women 
(115 cases). Although the results given case cannot interpreted quantitatively, the group 
results suggest strongly that there increase parathyroid hormone during pregnancy, with 
maximum 7th 8th month. The correlation with increasing foetal demand for calcium and 
with increased frequency tetany late pregnancy pointed out. This type excess para- 
thyroid hormone action not associated with hypercalcemia. Similar tests for parathryoid 
activity were not obtained injections theelin, prolan, thyroxin, 


THYROID 


Studies the physiologie the thyroid. Sensitivity thyroxin (Studien zur Physiologie 
der Schilddriise II. Uber Thyroxinempfindlichkeit). Biswanger, F., Endokrinologie 16. 
385. 1936. 


The effect thyroxin treatment was studied for frog tadpoles, guinea pigs, rats, rabbits 
and dogs. concluded that thyroxin action dependent upon the preparedness the cell 
under exogenous influences warmth cold, and under endogenous influences, state 
Dependent upon the ontogenetic stability the cells thyroxin action may weak 
strong. There are species and individual differences reaction. There certain proof 


direct control growth thyroxin. Its action rather regarded due stimulation 


Studies the physiology the thyroid. III. Thyroid and growth (Studies the dog) 
(Studien zur Physiologie der Schilddriise. III. Schilddriise und Wachstum (Studien 
Hund). Biswanger, 17: 22; 150. 1936. 

Dogs completely thyroidectomized adult life showed scarcely any deficiencies. However, 

the thyroid completely removed any early age there are marked disturbances growth 

and bone development. The degree disturbance decreases with age. Four months was the 
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youngest stage which operation produced deficiency. Very small thyroid rests are 
cient prevent the appearance deficiencies. The completely thyreodectomized dog shows 
definitely reduced relative heart 


Thyroglobulin studies. The Van Slyke nitrogen distribution and tyrosine and trypto- 
phane analyses for normal and goitrous human thyroglobulin. Cavett, W., Biol. 
Chem. 114: 65. 1936. 

significant differences the Van Slyke nitrogen distributions the tryptophane 
content the thyroglobulin obtained from normal, colloid, adenomatous and 
exophthalmic thyroid glands were found. The tyrosine values were high colloid glands 
(3.38%) contrasted with 3.29% for normal glands and low adenomatous (3.23%) and 
exophthalmic glands (3.09%). The thyroxine values 0.02% for colloid, 0.10% for adenoma- 
tous, and 0.19% for exophthalmic glands were all lower than that for normal glands 0.32%. 
The di-iodo-thyroxine values were 0.277% for normal, 0.05 for colloid, 0.31 for adenomatous, 


and 0.49 for exophthalmic glands. The tyrosine content varied inversely with the amount 
iodine-containing amino acids.—J. 


Iodine metabolism the adult rat relation trauma, thyroid activity, and diet. Cole, 
Versa V., and Curtis, Pharmacol. Exper. Therap. 56: 351. 1936. 


Increase the daily intake the adult white rat from micrograms per day 
micrograms per day had effect the thyroid iodine but doubled the body iodine. Iodine 
balance, thyroid and body iodine the adult white rate were not influenced the thyrotropic 
hormone. Iodine balance was not influenced myxedema produced thyroidectomy. Injection 
irritating substance (concentrated urine) into the peritoneal cavity produced negative 
iodine balance diminishing the Cole. 


Preoperative and postoperative treatment the patient with hyperthyroidism. Crile, G., Jr., 
Clin. North America 19: 1783. 1936. 


This practical discussion the medical management 
undergoing thyroidectomy, including comments the treatment crises and complications. 
easier avoid the complications that follow thyroidectomy than control them after 
they have developed. patients with pulse curves that not respond the preoperative 
routine, patients with excessively high basal metabolic rates, and patients who have marked 
emotional instability preoperative psychosis, the greatest danger from thyroid crisis and 
specific measures for its prevention should taken early. patients with substernal goiter, 
patients with preoperative pulmonary upper respiratory disease, and the aged, pneumonia 
the greatest risk and every means for its prevention should used. patients with long- 
standing hyperthyroidism and patients with auricular fibrillation, cardiac decompensation 
myocardial damage, cardiac failure the greatest hazard, and specific treatment should 
directed sustain the weakened myocardium. The presence cardiac complications old 
age, substernal goiter, increases the operative risk patients with hyperthyroidism but 
history loss considerable weight, the finding high basal metabolic rate does not 
increase the operative risk unless other complications are present. the weight curve rises and 


the pulse curve falls satisfactorily response the preoperative routine, the postoperative 
course usually smooth.—I. 


Prevention and treatment endemic goiter and its complications. Crile, and Crile, 
Jr., Clin. North America 19: 1715. 1936. 


This review the subject and its etiological and therapeutic implications. Adenomata 
the thyroid are the result iodine deficiency. All intrathoracic goiters, all large goiters, more 
than 90% all malignant epithelial tumors the thyroid gland and 50% all cases 
hyperthyroidism have their origin adenomata. Since deficiency iodine easily prevent- 
able, the responsibility for the prevention these disturbances rests with the family physician. 
the full cooperation the patient could obtained, and all families were under the care 
competent and well-trained physicians, the public could taught the dangers iodine 


deficiency and the incidence serious thyroid disease could reduced least 40% its 
present frequency.—I. 


Blood iodine studies. The blood iodine after total thyroidectomy man. Curtis, 
Barron and Phillips, Lab. Clin. Med. 20: 813. 1935. 


This study based upon data secured from thyroidectomized patients. these 
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patients the thyroidectomy was complete, while the other less than gram thyroid 
tissue was left. Blood iodine determinations were made previous thyroidectomy, immediately 
following the operation, and some subsequent date. The iodine determinations were made 
according the method Phillips and Curtis, which adaptation the von Fellenberg 
procedure. The initial values for blood iodine the patients varied from gamma 
gamma with average gamma Hospitalization including diet low iodine 
reduced the preoperative average blood iodine value 14.6 gamma (normal 8.5 16.2 
gamma %). transient rise blood iodine immediately following thyroidectomy was found 
persist for hours. This condition not specific for thyroidectomy. Following thyroidectomy 


(10-148 days) the blood iodine all instances decreased approximately one-third the normal 
Thorn. 


The management complicating factors hyperthyroidism. Ernstene, C., Clin. 
North America 19: 1725. 1936. 


The most important complications hyperthyroidism are those cardiac origin, diabetes 
mellitus, arthritis, psychoses and psychoneuroses, pulmonary tuberculosis and pregnancy. These 
have important bearing the kind and duration preoperative and postoperative attention 
adopted. The author concludes the effect that with the exception the psychoses and 
severe psychoneurotic states, the complications which have been considered seldom affect the 
prognosis hyperthyroidism important degree. Careful attention details necessary 
during the period preparation for operation, and certain instances the period pre- 
operative treatment must prolonged beyond the time required uncomplicated cases. 
Surgical treatment occasionally must carried out stages, and patients with certain cardiac 
disturbances, diabetes mellitus mental symptoms, extra precautions must taken during 
the early postoperative period. Careful planning along these lines has resulted considerable 
reduction the mortality rate hyperthyroidism and, this respect, rated second 
importance only the routine preoperative use 


The heart toxic goiter. Foss, Pennsylvania 39: 671. 1936. 


The author concludes that 90% thyrotoxicosis present some evidences cardiac involve- 
ment only tachycardia. The hyperthyroidism frequently overlooked and the patient treated 
case myocarditis, heart failure, mitral stenosis without recognition the part being 
played the thyroid. delay proper treatment add the period the patient’s invalid- 
ism and increase the likelihood fatal 


Effect iodine adenomatous goiter, with especial reference toxic adenomas. Jackson, 
and Freeman, J.A.M.A. 106: 1261. 1936. 


The authors report their experience considerable number cases. They conclude that 
approximately 62% all cases toxic adenoma are benefited iodine are not affected, 
while 38% are made worse. series cases toxic adenomas, toxic symptoms and the 
basal metabolic rate were aggravated aqueous solution iodine. Owing its variability 
action, iodine should given routine all cases toxic adenoma before and after 
operation, because two thirds the cases will improved, and the harmful effect the other 
third negligible over short time.—R. 


Carcinoma the thyroid gland children. Kennedy, J., Pediat. 631. 1935. 


Carcinoma the thyroid gland extremely rare children, only cases having been 
reported America the past years. The author adds cases from the Mayo Clinic. Correct 
clinical diagnosis frequently not made until the process has progressed beyond the stage 
complete curability. One the reasons for this that enlargement the cervical nodes may 
present for considerable time before any involvement the thyroid gland itself can 
determined. All the cases the author’s group revealed low grade malignancy indicating 
that this more frequent occurrence than high grade children; the prognosis corre- 
spondingly favorable. Treatment consists radiotherapy surgical resection combined with 


radiotherapy. All but the children the present series were still living the time 


The effect thyroid administration upon the differentiating ability dogs. Kleitman, 
and Titelbaum, Am. Physiol. 115: 162. 1936. 


dogs trained distinguish metronome frequency 100 beats per minute from 
higher one, ‘reinforcing’ the former and not the latter, the difference between the positive 
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and negative frequencies was gradually narrowed down point where differentiation was 
longer perfect. Under these conditions the influence thyroid upon the differentiating ability 
was studied alternating week periods daily oral administration thyroid 2.0 gram 
doses with week control periods. There was improvement the percentage correct responses 
the positive and negative conditioned stimuli during thyroid periods, and slump the 
subsequent control periods. There was also increase magnitude conditioned well 
unconditioned response during thyroid Summary. 


Action human fetal thyroid upon development frog larvae (Uber die Wirkung der 
menschlichen Schilddriise auf die Entwicklung der Froschlarven). Lelkes, Z., 
Endokrinologie 17: 161. 1936. 


Tadpoles Bufo vulgaris were fed with thyroid substance from human fetuses ranging 
from months age. Development treated animals was retarded comparison with 
untreated controls. concluded that hormone action the fetal thyroid differs from that 


cholesterol thyro-ovarian antagonism. Ovarian and adrenal cholesterol 
thyroidectomized and thyroxin-fed animals (Sur cholestérol dans 
tagonisme thyro-ovarien. cholestérol ovarien surrénal chez les animaux éthy- 
roidés thyroxinés). Parhon, I., Parhon-Stefanescu and Ornstein, Compt. rend. 
Soc. biol. 121: 187. 1936. 


The following results suggested that thyro-ovarian antagonism may effected through 
the intermediation cholesterol. Following thyroidectomy there was significant increase 
the cholesterol content the ovaries guinea pigs and rabbits; guinea pigs there was 
slight diminution, rabbits slight increase the cholesterol content the adrenals. 
The cholesterol content the ovaries normal rabbits was slightly increased, that normal 
guinea pigs slightly diminished oral administration thyroxin. Since variations thyroxin 
dosage, animal species and body weight seemed produce differential effects, these factors 
should considered the final interpretation the Cutuly. 


The blood iodine content normal and thyrotoxic individuals; iodine tolerance test. 
Perkin, J., Brown and Lang, Canad. 31: 365. 1934. 


Using Perkin’s method analysis which requires cc. blood, and involves error 
less than 10%, the blood iodine normal individuals was found vary between 0.24 
and 1.85 per grams whole blood. Variation appears less under basal resting condi- 
tions, the figures being closer the lower level. group patients, whose thyroid 
following subsequent operation showed some degree hyperplasia, and who clinically showed 
symptoms hyperthyroidism, the limits found were 1.0 and 5.6 iodine tolerance test 
has been devised. After the taking cc. blood, minims Lugol’s solution milk 
were given mouth the morning, and breakfast limited one cup coffee and piece 
toast. Five blood samples, each cc. (since the iodine concentration was always much 
increased), were taken 0.5, 1.5, 2.5, and hour periods, and the total iodine estimated 
each. During this period normal meals were permitted, excluding, however, foods high iodine 
content such sea-fish. The urine was collected over 24-hour period, and the iodine 
estimated. With normal persons the tolerance curve always shows increase above 
during the first two hours. Such rise not obtained with patients exhibiting clinical and 
histological picture hyperthyroidism. The urinary excretion iodine the latter group 
also below that the normal group. The results are explicable the assumption that 
hyperplastic thyroid may have greater affinity for iodine than normal gland. The authors 
suggest that this test may prove valuable the diagnosis hyperthyroidism.—A. 


Thyroid gland ablation. Its use for congestive heart failure and angina pectoris, with 
report five cases. Pettis, H., and Sorsky, California West. Med. 44: 34. 
1936. 

The authors present their experience the application total thyroidectomy certain 
types heart disease. They conclude that extreme care necessary the selection these 


cases; the experience gained thus far the application total thyroidectomy warrants its 
further 


The effect desiccated thyroid irradiated ergosterol and ammonium chloride the 
excretion calcium rats. Pugsley, I., and Evelyn Anderson, Biochem. 28: 754. 
1934. 
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The administration grains desiccated thyroid daily, mouth, adult rats, led 
marked increase calcium excretion and establishment negative calcium balance. The 
increase was observed the fecal rather than the urinary calcium. The serum-calcium was 
not elevated. The administration irradiated ergosterol, doses 10,000 international units 
more daily mouth, rats receiving desiccated thyroid reduced the fecal and increased 
the urinary excretion calcium, and partly wholly corrected the negative calcium balance. 
Smaller doses were comparatively ineffective. The administration 250 mg. ammonium 
chloride daily, mouth, normal adult rats led marked increase the urinary excre- 
tion calcium, with little influence upon the fecal excretion—R. 


Influence hyperthyroidization repeated moulting geese. Raspopova, A., 
Pachmurin, Volkovisskaja, Volobuieff, Bogdanova, Arsamaszeva and 
Ivanova, The Problems Zootechnical and Experimental Endocrinology (Transactions 
the Endocrinological Laboratory the All-Union Institut Animal Breeding) 158. 


Thyroid was administered geese facilitate the collection feathers and down. The 
amount collected geese, moulting under the influence hyperthyroidization, depended upon 
the season. The period weakest moulting was the spring and the maximum was the 
summer and autumn. Hyperthyroidization geese caused loss weight during the moulting 
period, average loss 200 250 grams. This weight loss the early spring and late fall 
was probably due lack green food. The hyperthyroid moulting did not induce complete 
loss fertility but did decrease certain extent. Fresh thyroid gland had the same effect 
the desiccated substance but had administered dosage times greater. Starvation 
for days before thyroid feeding accelerated the moulting (7th day) but did not strengthen 


was observed that the greatest weakening the feather took place the 9th and 10th day. 
Summary. 


Treatment congestive heart failure and angina pectoris total ablation the normal 
thyroid gland. The sensitivity man epinephrine injected intravenously before and 
after total thyroidectomy. Riseman, F., Gilligan and Blumgart, Arch. Int. 
Med. 56: 38. 1935. 


The response epinephrine was measured tests subjects, men and women, 
whose ages varied from years. The epinephrine was injected constant intravenous 
drip. There resulted increase the systolic blood pressure, heart rate, consumption oxygen 
rate and depth respiration and blood sugar content. The responses given amount 
epinephrine were strikingly similar when repeated measurements were made given subject 
under controlled conditions but varied from person person. Patients with angina pectoris 
and those with congestive heart failure were not more sensitive epinephrine than were 
other patients. The sensitivity remained unchanged after total thyroidectomy long the 
basal metabolic rate was not lower than —30% and the patient was free from distressing 
symptoms myxedema. When marked myxedema developed and the basal metabolical rate 
increased below —30%, decreased response the blood pressure and the heart rate became 
manifest some instances. The results the investigation show that the clinical improvement 
which followed total ablation the normal thyroid gland independent any changes 
the sensitivity epinephrine, alteration the response epinephrine being evident 
the levels hyperthyroidism maintained the patients after operation. Additional evidence 
offered that the relief from pain angina pectoris immediately after total thyroidectomy, 
when there change the basal metabolic rate sensitivity epinephrine, due 
the interruption sensory impulses from the heart the central nervous system.—R. 


The treatment hyperthyroidism children and younger adolescents. Rose, E., 
Rose and Prendergrass, Pediat. 325. 1935. 


Three clinical types hyperthyroidism children have been observed. Primary 
which there coincidental appearance thyroid enlargement and subjective symptoms, 
comparable those adult form primary toxic diffuse goiter. Symptoms appear secondary 
pre-existing non-toxic goiter. Forme fruste type occurring with without previous 
goiter. Exophthalmos seldom seen. 3090 admissions the author’s Thyroid Clinic 
only cases frank hyperthroidism occurred children below years age. After 
treatment cases frequent marked and rapid weight gain was noted, and reduction 
size complete disappearance the goiter. transient reduction the B.M.R. subnormal 
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levels occurred some cases. The authors conclude that irradiation the thyroid should 
given fair trial but definite improvement does not appear within months, radiation 
should discontinued and preparations made for thyroidectomy.—M. 


Exophthalmos following the administration thyroid extract. Russel, W., Lancet 230: 
182. 1936. 


There satisfactory explanation present either the nature changes the 
orbit which leads exophthalmos, nor the way which these changes are associated with 
thyrotoxicosis. The author presents the case Hebrew unmarried woman, aged 38, subject 
epileptic fits. During the 31/4 years she was under observation she had taken 2000 grams 
thyroid extract, and also during this period she was under bromide and occasionally 
medication. April, 1934, the left eye was noticeably prominent, protruding 4-5 mm. 
front the right. She was otherwise normal. The thyroid extract was suspended, and the 
exophthalmos steadily diminished. After withdrawing the thyroid extract, the signs endocrine 
abnormality appeared; namely, obesity and excessive hairiness. The author reviews cases 
taken from the literature, which the feeding thyroid extract initiated the condition 


The development the thyroid gland Sanders, M., Morphol. 57: 597. 
1935. 


The development the thyroid has been briefly described from example each 
the four urodele families and comparisons drawn. attempt has been made toward 
clarifying previous and conflicting accounts. The thyroid arises solid bud from the floor 
the pharynx the region the first visceral pouches. This bud grows backward until 
reaches the pericardium. Division the primordium into lateral portions inaugurated and the 
anterior end the splitting thyroid loses its connection with the pharynx before the separa- 
tion the parts completed. Some the undivided anterior portion may persist 
sory thyroid. After the two lateral thyroid masses are separated the yolk disappears from the 
cells which then form cell columns within the thyroid bodies. Primary follicles appear these 
cell columns and enlarge result the fusion adjacent vesicles. thyroid ‘release’ 
occurs the time metamorphosis except Necturus. After the ‘release’ the follicles refill. 
Similarities development and general histological picture are closer between Necturus 
and Cryptobranchus pair than between either these forms and Amblystoma Eurycea. 
Amblystoma and Eurycea also resemble each other histological picture. suggested that 
Necturus produces the thyroid hormone sufficient quantity induce metamorphosis but 
that some other factor factors serve inhibit the Abst., Wistar Bib. 
Service. 


Thyroxin action and vitamin the tadpole (Uber die Beeinflussbarkeit der Thyroxin- 
wirkung durch Vitamin Kaulquappenversuch). Schroeder, H., and Dormann, 
Endokrinologie 17: 145. 1936. 


Eighty larvae Rana temporaria were used. these, were kept spring water 
controls. The remainder were divided into groups, one which was kept 1:10,000,000 
thyroxine solution, another thyroxin plus 1:20,000 solution ascorbic acid, and third 
thyroxin plus 1:200,000 ascorbic acid, for 24-hour periods. far weight change and state 
development were concerned treatment with vitamin did not modify the action thyroxin. 


The action thyroxine and anterior pituitary extract hair growth (Azione della tiroxine 
dell’estratto lobo anteriore dell’ipofisi sull’accrescimento del pelo). Scoz, G., Arch. 
sc. biol. 20: 1934. Abst., Chem. Absts. 29: 3403. 


Thyroid extracts thyroxine and anterior-pituitary extract favor hair growth rats. 
The action thyroid extracts especially noted animals cystine-rich diet. 


Effect sodium fluoride upon experimental thyroid poisoning. Seevers, H., and 
Braun, Proc. Soc. Exper. Biol. Med. 33: 228. 1935. 


The intravenous injection daily doses mg. per kilo sodium fluoride 
rabbits did not protect the animals from the usual effects orally administered thyroid. 
the other hand such dose fluoride produced obvious toxic effects. These results are 
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discussed the light the recent suggestion the uses sodium fluoride for thyrotoxicosis. 
—M. 


Vitamin and thyroxin. Sure, B., and Buchanan, Proc. Soc. Exper. Biol. Med. 33: 77. 
1935. 


Crystalline vitamin was apparently less effective protecting growing rats against 
administered thyroxin than was vitamin concentrate. From this and other data from 
dietary experiments the authors conclude that there some essential component the vitamin 
complex, besides and Bz, which necessary for the mammalian organism.—M. 


The relation the thyroid gland hematopoiesis. Experimental total thyroidectomy 
the rabbit. Sharpe, and Bisgard, Lab. Clin. Med. 21: 347. 1936. 
Hematopoietic studies were made rabbits following thyroidectomy animals) and 

compared with normal controls animals). moderate and persistent macrocytic anemia 

rapidly developed after operation; there was slight transient decrease the w.b.c.; there was 

significant change the differential count. Sedimentation rate remained 


Physiology the thyreoactivator amphibia. II. Structural changes the thyroids 
salamanders treated with anterior lobe (Die Physiologie des Thyreoaktivators bei 
Die der Schilddriise der mit Vorderlappen ein- 
gespritzen Salamander). Uhlenhuth, E., and Thompson, Endo- 
krinologie 16: 1935. 

Larval and adult salamanders received intraperitoneal injections ‘thyreoactivator,’ pre- 
pared from beef hypophysis. The thyroids normal controls and experimental animals were 
removed under narcosis and were examined while fresh. treated animals the thyroid cells 
were filled with secretion vacuoles, condition characteristic the maximally functioning 
gland. Based this and preceding contributions concluded that the anterior hypophysis 
controls and activates the 


The Golgi apparatus the thyroid gland amphibians its relation excretion polarity. 
Uhlenhuth, E., Quart. Micro. Sc. 76: 615. 1934. 


The thyroids the adult Californian newt were examined. one series the glands 
were entirely rest, another series they underwent spontaneous activation and 
third group activation was induced intraperitoneal injections thyroid activator. the 
resting condition the Golgi apparatus relatively small and compressed apico-basal 
direction. preparation for colloid release through the basal cell-ends, the Golgi apparatus 
enlarges greatly apico-basal direction and its become stout. the cells which 
fluid has accumulated large and excreted through the basal cell-ends, the Golgi 
apparatus begins become fragmented into long, slender pieces. the cells which basal 
excretion has ceased and the remaining liquid has been condensed into stainable droplets, the 
fragments are transformed into short, thick, and lumpy pieces. When the colloid droplets are re- 
dissolved and transformed into vacuoles for the purpose refilling the follicles, the Golgi bodies 
appear black rings around dark core. most instances the topographical relation existing 
between the Golgi apparatus and the secretion products not specific. The distribution the 
Golgi material represents merely accurate repetition the distribution the cytoplasm. 
some instances, however, close relationship found between the Golgi apparatus and the 
secretion products. case does the Golgi apparatus show reversal its position from the 
apex the base the cell. cells which are active state basal excretion the Golgi 
apparatus may strictly apical. Its position does not convey knowledge the excretion 
polarity the Summary. 


Relationship between clinical picture and histologic structure thyroid exophthalmic 
goiter. Veber, P., and Elenevskaya, Novvy Khir. arkhiv. 32: 41. 1934. Abst., 
J.A.M.A. 104: 696. 


The thyroids patients with exophthalmic goiter who have been subjected 
the preoperative treatment compound solution iodine exhibit rule the histologic 
picture colloid goiter with pronounced proliferation the epithelial layer. The authors 
have not encountered any so-called primary forms hyperthyroidism their material. They 
found the method Mallory and Kraus for staining the colloid valuable histologic 
procedure evaluating the severity the disease. They failed establish definite relation- 
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ship between the histologic picture and the severity the disease the cases exophthalmic 
goiter treated preoperatively with compound solution iodine. Preoperative administration 
compound solution iodine brings about improvement the clinical picture and 
histologic alteration the direction diminution the polymorphism the follicles and 
the epithelium. The authors conclude that the essence the morbid process sought 
its hormone activity rather than the histologic the gland. 


Therapy the endocrinopathic dyslogia cretinism. Voelker, H., Am. Orthopsy- 
chiat. 64. 1935. 


complicating dyslalia, which results from the slow-moving large tongue, superimposed 
upon myxedematous dyslogia demonstrated communication sluggish perception and 
response capabilities; together these language deficiencies necessitate distinct type speech 
education, characterized the establishment model for imitation slow-motion and 
drawling speech with only gradual intonations, sort syllabic continuum. This the only 
articulatory goal expected the case cretin utterance, and recognition this fact 
the therapy brings the patient nearer such goal; this procedure not undertaken, the 
speech retardation anticipations will magnified, and the cretin’s natural introvert speech 
propensities will become Abst. 


Two cases myxedema treated with thyrotropic hormone (Uber zwei mit thyreotropem 
Hormon behandelte Falle von Wachstein, M., Klin. Wchnschr. 13: 
1934. 


Substantial benefit was obtained case clear myxedema treated the thyrotropic 
hormone the anterior pituitary. another case hypophyseal cachexia with secondary 
thyroid atrophy treatment with thyrotropic hormone was unsuccessful. The author concludes that 
the influence the thyrotropic hormone cases thyroid underfunction dependent largely 
upon the condition the patient’s thyroid parenchyma.—I. 


Significance colloid vacuoles the thyroid (Signification des vacuoles colloide 
thyroidienne). Winiwarter, de., Compt. rend. Soc. biol. 120: 785. 1935. 


Studies thyroid glands fetal guinea pigs indicated that vacuoles represent active 
prosecretion liberated the cells and that they are more fluid nature than Cutuly. 


Effect incomplete extirpation the thyroid the structure the remaining fragments 
(Influence incompléte thyroide sur structure des fragments 
conservés). Winiwarter, de, Compt. rend. Soc. biol. 120: 787. 1935. 


Thirty days after incomplete thyroidectomy guinea pigs the remnants showed evidence 
hyperfunction, such as: disappearance colloid from the majority follicles and excessive 


study the seasonal changes the thyroid gland the thirteen-lined ground squirrel 
(Citellus tridecemlineatus), with particular reference its sexual cycle. Zalesky, 
Anat. Rec. 62: 109. 1935. 


study the seasonal changes the thyroid gland the thirteen-lined ground squirrel 
(Citellus tridecemlineatus) fails reveal any significant correlation between the 
sexual cycle and its thyroid gland. The latter follows its distinct, independent rhythm, with 
low activity during the hibernation period (November March) and high activity during 
the non-hibernating season (April October). The seasonal variations the activity 
the thyroid gland seem, therefore, concerned primarily with the regulation the 
general activity and metabolism, and would undoubtedly obscure any interaction which might 
exist secondarily between the thyroid gland and sexual periodicity. administration an- 
terior pituitary substance during the period low thyroid activity, the latter can stimu- 
lated reach and even surpass the April October level. appears, then, that the anterior 
lobe the hypophysis constitutes factor significance the manifestation the thyroid 
rhythm. the female, the period highest thyroid activity, accompanied hypertrophy 
the gland and marked hyperplasia within it, coincides with pregnancy and, somewhat 
lesser degree, also with lactation. Castration, administration sex hormones, human preg- 
nancy urine, gonad stimulating preparations derived from human pregnancy urine, had 
observable effect the Abst., Wistar Bib. Service. 
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